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1751. Schick Testing and Diphtheria Immunization of 
United States Troops in Europe 

H. A. ScHuLzeE. American Journal of Public Health 
[Amer. J. publ. Hith} 38, 1527-1531, Nov., 1948. 1 ref. 


This is a valuable report on action taken in Europe 
by the U.S. Army Preventive Medicine Branch, European 
Command, when a high incidence of diphtheria developed 
—4:8 per 1,000 troops, rising to 6 per 1,000 per year in 
the first half of 1946; diphtheria was prevalent in the 
German civil population. 

Although many of the troops—such as those in re- 
placement drafts—had been immunized against diph- 
theria, general Schick testing gave the following results 
in a special group under careful control. 


Positive 
Age | Persons Pseudo | Positive 
Group | Tested bined 


464 25-5 | 23 12 26°7 
399 28°5 | 18 13 29°8 
250 30:0 | 25 3-0 33-0 
138 308 | 9 20 32°8 
61 31-1 9 46 35-7 


1,312 279 | 84 18 29-7 


18-19 3-8 
20-24 49 
25-29 829 | 47 5-7 
30-34 448 41 91 
Over 34, 196 | 12 6-1 


Total | 4,697 |207 4-4 


In the general, less carefully controlled remainder, 
37,474 in number, the results were not very dissimilar 
though the total positive and combined percentage was 
lower, 26°4%. 

The proportion of positive and combined reactions 
appeared high, but not higher than that anticipated from 
experience amongst recently inducted troops in the U.S 
Army where in two instances 43-7 and 45-0% had given 
positive or combined reactions. When pseudo-negative 
and combined results were taken together the proportion 
of those reacting to the control material rose from 4-6% of 
those tested at 18 to 19 years to 10-7% at ages over 34 
years. This result is in accord with previous experience, 
but the steady increase in positive and combined re- 
actions with age is somewhat unexpected. — [It is opposed 
to Park’s findings in New York in the early days of 
Schick testing, when there was a steady diminution of 
positive results up to 80 years of age.] The author 
hazards the guess that it might be due to the smaller pro- 
portion in the higher age-groups who had been immunized 


in childhood, to the longer interval in the older age- 
groups during which acquired immunity might have been 
lost, or to the reduction in frequency of ‘* anamnestic 
booster action because of the more sedentary habits of 
older age-groups”. Subsequent immunization was suc- 
cessful in reducing the morbidity rate to 0-7 per 1,000, a | 
fall of 85% for troops compared with a fall of 39% in the 
civil population over the same period. 

[The article is of interest also to anyone proposing to 
carry out immunization of an adult population, the 
methods by which the sensitivity common among adults 
was dealt with being described. For this the reader is 
referred to the original.] C. O. Stallybrass 


1752. Sanitary Significance of Cocci in Swimming 
Pools 
C. Ritrer and E. L. Treece. American Journal of Public 
Health (Amer. J. publ. 38, 1532-1538, Nov., 1948. 
32 refs. 


The test for the presence of coliform bacilli in the 
water of bathing pools has been regarded by some as an 
inadequate test in so far as the organisms derived from the 
skin or respiratory passages of bathers are disregarded. 
The authors endeavoured to use the presence of strepto- 
cocci as a test for controlling the hygiene of bathing 
pools. The £-haemolytic streptococci, being very sensi- 
tive to chlorine, should not be, and were not, found. 
Typical Streptococcus faecalis was isolated and the 
strains were classified as Type D by the Lancefield 
technique. Str. salivarius was not found. In 179 analyses 
of 92 pools streptococci were recovered 83 times and coli- 
form bacilli 32 times. The pools in which recirculation 
and continuous chlorination were practised yielded fewest 
micro-organisms. The authors do not consider that the 
absence of streptococci should be insisted on in hygiene 
assessment of bathing pools. C. O. Stallybrass 


1753. The Pasteurization of Bottled Apple Juice. 
(Quelques remarques sur la pasteurisation en bouteilles 
du jus de pommes) 

J. TAVERNIER and P. Jacquin. Bulletin de la Société 
Scientifique de Bretagne (Bull. Soc. sci. 22, 
57-62, July, 1948. 


Apple juice is usually pasteurized in a water bath at 
from 65 to 70° C. for 30 minutes. An unpleasant taste 
often follows such pasteurization, the taste being more 
pronounced when the container is made of alkaline 
glass. When the juice is pasteurized in vessels of 
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ordinary glass the disagreeable taste is lost if the juice is 
-kept for some months. If pasteurization is carried out 

im an atmosphere of carbon dioxide the loss of vitamin C 

is greatly reduced. G. M. Findlay 


1754. Studies of the 1943 Epidemic of Influenza A 
COMMISSION ON ACUTE RESPIRATORY DISEASES. American 
Journal of Hygiene (Amer. J. Hyg.) 48, 253-331, Nov., 
1948. 23 figs., bibliography. 


This series of articles describes the investigation made 
durmg an epidemic of influenza (Type A) in two American 
Army training camps with a combined population of 
80,000. Exhaustive epidemiological, clinical, sero- 
logical, and bacteriological studies were made and 
correlated in an attempt to trace the spread of the 
infection within the population. In one of the camps 
studies of respiratory diseases had been in progress for a 
year before the epidemic (Abstracts of World Medicine, 
1949, 5, 386). 

In November, 1943, the epidemic of influenza began. 
The curve of incidence of the disease showed a sharp 
upward rise not materially different in recruits and in 
those who had been in the Army for some time. A 
higher incidence in recruits might have been expected 
from the experience of other recorded epidemics, but 
serological studies showed that many of the recruits 
possessed antibodies to the infecting virus. (The epi- 
demic was nationwide.) After the epidemic wave 
reached its height it declined rapidly among the seasoned 
troops but febrile illness remained high among the 
recruits. Serological studies showed that the later 
respiratory-tract infection among the recruits was not 
caused by influenza Type A virus but by some unidentified 
organism. Clinically the cases could not be differen- 
tiated. Bacteriological examinations were made of the 
upper respiratory tract flora of sick and healthy men 
during the epidemic period and no essential change was 
noted. 

A comparative study of various methods of measuring 
antibodies to influenza Type A showed that the 
agglutination-inhibition test and complement-fixation 
and mouse-protection tests were of the same value, but 
egg-neutralization tests were less satisfactory. The 
agglutination-inhibition test was adopted as the routine 
laboratory test for serolegical diagnosis of influenza, 
and a twofold rise in. titre was accepted as significant. On 
the basis of this test it was possible to obtain a more 
accurate picture of the epidemic as a whole. There is a 
full description of the epidemic as it affected the total 
population of the camps and also the several divisions 
and groups comprising the population, but it is not 
possible to summarize successfully this section of the 
report. An interesting and very complete investigation 


- was made in some 600 men to collect data regarding the 


relative frequency of recognized and inapparent infection, 
the relation between antibody titre and susceptibility, 
and the effect of the epidemic on the general level of 
antibodies found in the population as a whole. The 
group studied was composed of approximately equal 
numbers of recruits and experienced soldiers. Samples 
of blood had been taken before the epidemic began, and 


t 
it appeared that only 21% of those infected developed a 
febrile illness. The incidence of recognized disease was 
inversely related to the amount of circulating antibody 
in the samples of serum taken before the epidemic. 
Scott Thomson 


1755. Anti-tuberculosis Vaccination with B.C.G. and 
with the Maragliano Vaccine. Results after 17 to 18 Years, 
(Vaccinazioni antitubercolari eseguite con vaccino 
BCG e con vaccino Maragliano. Risultati a distanza 
di 17-18 anni dalla vaccinazione) 

F. BorRSARELLI and G. M. REviGLIO. Minerva Medica 
[Minerva med., Torino] 2, 253-262, Sept. 22, 1948. 


Both B.C.G. and Maragliano’s vaccine (of heat-killed 
human tubercle bacilli, first introduced in 1902) were 
innocuous when given by mouth or intradermally; 
B.C.G. administered subcutaneously in 9 cases gave rise 
to small sterile abscesses in6. B.C.G., whether by mouth 
or injection, had power to protect patients from pro- 
gressive tuberculosis at least during the first few years 
after vaccination, even when the subject was not removed 
from the infected environment during the first 2 or 3 
months. The duration of tuberculin sensitivity after 
vaccination varied from less than a year to more than 
8 years, but was longer after intradermal vaccination. 
When children who had been vaccinated once only, soon 
after birth, reached the age of 17 or 18 years very little 
protective effect remained and several cases of primary 
infection and progressive disease were found. Only 
40 children in this series had been given Maragliano’s 


_ vaccine, once only at birth; no increase in tuberculin 


sensitivity above that of the controls could be found at 
6 months, and several of the children later developed 
tuberculous manifestations such as pleural effusions and 
tuberculides, but none in this small series showed 
progressive pulmonary lesions. 

[The numbers are too small and the experiments not 
sufficiently well controlled for more than general impres- 
sions to be gained from the material presented. There 
is a valuable review of the literature.] 

E. G. Sita-Lumsden ~ 


3 


1756. An Attempt to Control House Rats in Rangoon 

J. L. HARRISON and H. C. WoopviLLe. Transactions o 
the Royal Society of Tropical Medicine and Hygiene 
[Trans. R. Soc. trop. Med. Hyg.| 42, 247-258, Nov., 
1948. 1 fig., 5 refs. 


Rangoon was divided into a number of areas, each 
under an assistant medical officer of health. In each 
area a sanitary inspector supervised rat control, this being 
carried out by one or more gangs of coolies under a 
charge hand. Wooden cage traps and gassing were given 
up as being of little or no value, and poisoning with 
barium carbonate was resorted to, the dose for a certain 
kill appearing to be about 1 g. per kilo body weight. 

Baits of 100 to 200 g. of boiled rice were laid at suitable 
points and were renewed for 4 days of pre-baiting. On 
the fifth day each bait was replaced by a similar quantity 
of rice containing 1 in 5 barium carbonate, and on the 
sixth day excess bait was destroyed, dead rats being 
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In order to facilitate the finding, collecting, 
and replacement of baits, and to protect them from dogs, 
rain, and trampling, each was put in a covered container. 
These consisted of the standard wooden trap (internal 
dimensions about 14 x 14 x 25 cm.), with the sliding door 
removed. Baits were examined daily and the results 
recorded as “complete”, “take”, or “no take”, 
according to the amount of rice eaten. No human 
casualties were recorded and no claims were made for 
loss of domestic animals. In rice and grain stores the 
use of bait containers ensured that all residues were 
collected and not swept up and re-bagged. After the 
poison campaign was well under way in July, 1945, only 
3 cases of human plague were reported in late August, 
but it must be remembered that the disease reaches its 
height in July and August. Only about a 60% “ kill” 
was obtained, but even so this method appeared much 
more satisfactory than trapping or gassing. In Rangoon 
plague seemed to be associated with Bandicota bengal- 
ensis, Rattus rattus, and Rattus exulans only. Further 
research is needed on food preference, and the accept- 
ability and dosage of various poisons. C. F. Shelton 


1757. The Airplane Application of DDT for Emergency 
Control of Common Flies in the Urban Community 

C. W. Krusé.- Public Health Reports, Washington 
[Publ. Hith Rep., Wash.] 63, 1535-1550, Nov. 26, 1948. 
7 figs., 5 refs. 


The constant control of the house fly in urban areas 
can be achieved only by persistent environmental 
sanitation, and the routine use of DDT should be re- 
garded as merely a temporary solution to the problem. 
On the other hand, aeroplane equipment appears ideally 
suited to bringing about, rapidly and efficiently, temporary 
control of Musca domestica during a time of emergency. 
Such an emergency may occur, not only during a war, 
but also as the result of any catastrophe which dis- 
organizes the normal life of the community, and the 
author draws attention to the paucity of literature on this 
valuable method of rapid control of flies. 

The paper contains full descriptions of the type of 
aeroplane, spraying apparatus, and insecticides employed, 
and the tests used for estimating their efficiency. The 
insecticide was applied to the area by flying in a series of 
parallel swathes over it, the recovery of DDT across the 
swathed area being determined by analysing droplets 
collected on glass slides, placed at 20-ft. (6 m.) intervals, 
at right-angles to the line of flight. The destruction of 
flies during and after aeroplane spraying is the result 
either of their direct contact with falling droplets or of 
their subsequent contact with previously sprayed sur- 
faces. The former is immediate in its action and may be 
calculated with a fair degree of accuracy, whereas the 
latter may be a residual method and, as is proved in this 
paper, slow in its action. The residual action is difficult 
to calculate, since it varies greatly with the degree of 
exposure and the nature of the material on which the 
droplets are deposited. The probable results of the 
direct kill of flies coming in contact with falling droplets 
of insecticide were estimated by exposing live flies, fixed 
to fly-paper, on the ground, some 1,000 ft. (300 m.) 


below the line of flight of the plane; the comparative 
results obtained with DDT and “ gammexane” are 
shown diagrammatically. 

The author’s summary and conclusions are as follows: 
“Experimental studies on aircraft -spray equipment 
provide basic data upon which practical and effective 
fly control may be achieved rapidly in urban communities. 
Fly control through the application of DDT solution 


from aircraft is obtained jointly by mortality from direct | 


contact with droplets and through residual toxicity on 
treated surfaces. The residual toxicity is of short dura- 
tion and in view of many variables cannot be depended 
upon to provide more than 25% kill. Recoveries in 
excess of 0-1 Ib. [45 g.] of DDT per acre [0-4 hectare] 
are required for satisfactory control with spray having 
median mass diameter (MMD) of from 160 to 200 pu. 
Satisfactory fly control in urban situations without 
staining damage may be obtained with sprays having 
a MMD of 200 yp applied at heights of flight of from 
100 to 150 ft. [30 to 45 m.]. The desirable application 
rate is 0-5 lb. DDT per acre [100-ft. swath basis] using a 
solution of 30% technical DDT in ‘ velsicol AR-60’. 
Investigations indicate that 1,2,3,4,5,6-hexachlorocyclo- 
hexane containing 10% available gamma isomer appears 
to be from 5 to 7 times more toxic than DDT in plane 
sprays for common flies. Further study is indicated, 
especially in the use of more toxic insecticides and smaller 
but more abundant number of droplets. A careful com- 
parative evaluation of droplet contact and residual 
mortalities should be made in view of designing aircraft 
and dispersal equipment to meet all requirements.” 
[This interesting paper should be consulted in the 
original, since it contains much further information 
which does not lend itself to summarization.] 
R. M. Gordon 
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1758. A Rapid Method for the Determination of Nitrogen 
Oxides in Air 
J. F. FracG and R. Lopene. Journal of Industrial 
Hygiene and Toxicology [J. industr. Hyg.] 30, 370-372, 
Nov., 1948. 1 fig., 3 refs. 

The nitrogen oxides in air have hitherto been deter- 
mined: (1) by conversion of the oxides to nitric acid by 
means of hydrogen peroxide and the estimation of the 


nitric acid by conventional means; or (2) by absorbing | 


the oxides in a suitable solution and determining the 
nitrous acid produced by means of the «-naphthylamine 
sulphanilic acid reagent, permanent colour standards 
being used for comparison. The new method here 
suggested is a quick and sensitive one, applicable to 
air-gas mixtures containing from 1 to 50 parts per 
million (p.p.m.) of nitrous oxide (NO,). 

To test the method, air samples containing NO, were 
drawn over small amounts of silica gel in glass tubes, the 
gas being thereby completely removed. The amount of 
gas adsorbed was estimated by means of diphenylamine 
dissolved in sulphuric acid. A blue colour is developed, 
the intensity of which is proportional to the NO, present. 
It was estimated by comparison with known standards; 
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these standards could be read only to 3 p.p.m., and they 
enabled the concentration of the gas to be read to +5 
p.p.m.—that is, with moderate accuracy. 

H. M. Vernon 


1759. Hygienic Standards of Ventilation of Auditoria 
with Introduction of Air in the Lower Zones. (I‘urue- 
HHYECKHE HOPMATHBbI BEHTHJIALHH SPHTEJbHbIX 
nogaye Bosfyxa B 30Hy YeNOBeKa) 
A. A. Letavet, A. E. MALISHEVA, and S. A. KLYUGIN. 
Turnena Canutapua [Gigiena] No. 11, 19-26, 
Nov., 1948. 2 figs. 


Numerous tests were carried out, during 1939-40 
and 1946-7, on 120 volunteers in a climatic chamber 
fitted with a stand containing 9 chairs in 3 rows, the 
second and the third of which were each 33 cm. higher 
than the preceding one. The air from the air-condition- 
ing installation was forced through the openings under the 
seat of the chair or through its back, or simultaneously 
through both types of opening. The technique of the 
tests and the methods of evaluation of experimental 
results are described in detail. The most satisfactory 
results were obtained when the jet of conditioned air was 
simultaneously forced through the openings in the back 
and under the seat of the chair or directed to the person’s 
face and chest when forced through the opening in the 
back of the chair. Men and women taking part in the 
tests complained of discomfort when the jet of condi- 
tioned air was forced through the opening under the 
chair and directed accurately against the feet and legs 
of the seated person. The air velocity should not 
exceed 0-1 m. per second at 21° and 22° C. when 20 to 
40 cu. m. of air are supplied per hour per person during 
winter and transitional periods. In the summer the 
velocity should not exceed 0-3 m. per second, and the 
temperature of the conditioned air should be 2°C. 
higher than in winter. H. P. Fox 


1760. Stannosis. (Stannosis) 
F. BAaRTAK, M. TometKa, and O. Tomitex. Casopis 
Léka¥u Ceskych (Cas. Lék. ées.] 87, 915-920, Sept. 3, 
1948. 14 figs., 18 refs. 


The authors describe what they consider to be a new 
form of pneumoconiosis, stannosis pulmonum, due to 
inhalation of dust of tin oxide (SnO,). An unusual chest 
radiograph, not like any observed in the known pneumo- 
conioses, was first seen in 1939 in a man of 49 who had 
suffered from asthma from puberty and who, for 18 
years, had been working in a furnace in which tin was 
burned to tin oxide. A chest film showed both lungs to 


-be diffusely and densely infiltrated with fine, hard 


shadows, which were more marked in the lateral parts. 
Broncho-vascular markings were not increased. The 
density of the shadows suggested foreign bodies. Similar 
radiographs were obtained in 6 out of 16 other persons 
handling tin oxide; 5 of the 6 had been burning tin for 
from 2 to 25 years; the sixth for only 6 months con- 
tinuously. In the remaining 10, who were employed 
largely in packing tin oxide where less dust was produced, 
no changes were observed. 


The patient in the first case became ill a year later 
(1940), carcinoma of the stomach being diagnosed, and 


died in 1942. Nothing was found at necropsy to corre. _ 


spond with the x-ray appearances, but histological 
examination showed a black-brown pigment in the 
thickened interalveolar septa, and also in parts of the 
thickened pleura, and in the adventitia of the peri- 
bronchial and subpleural vessels. There was atrophic 
emphysema, and the pigment was found even in the 
finer alveolar septi, the particles measuring but a fraction 
of a micron. There was macrophagic reaction especially 
in the pleura and round the bronchi. Chemical analysis 
of the ash of various organs revealed the following per- 
centages of weight of tin: lung 20-37, regional lymph 
nodes 2-14, liver 0-60, and spleen 0-30; there was none 
in the brain. Micro-incineration of histological sections - 
10 «« thick showed the alveoli outlined by a fine granular 
material which was denser round the bronchi. Half of 
the pigment visible in ordinary sections, presumably 
local, had disappeared. There was much less pigment in 
the lymph nodes. Similar micro-incineration was carried 
out in rabbits and guinea-pigs which had received 


powdered tin oxide by injection into the circulation and _ 


into the peritoneal cavity. The density of the material to 
x rays was investigated by rubbing it in petroleum jelly on 
the skin of a normal man, or by taking radiographs in 
rabbits receiving intravenous injections of 0-2 g. of SnO,, 
which showed that it was radio-opaque in minute 
amounts. ‘ 

The evidence is considered sufficient to include 
stannosis among the pneumoconioses due to metals. 
The authors do not, however, stress at present the possible 
damage arising from this condition, because there were no 
symptoms in any of the subjects with abnormal radio- 
graphs; also the only histological change definitely 
attributable to the presence, of tin in the lungs was some 
macrophage reaction. H. Pollak 


1761. The Relation of Particle Size of Uranium Dioxide 
Dust to Toxicity Following Inhalation by Animals. 
Preliminary Report 

H. B. Witson, G. E. Sytvester, S. Laskin, C. W. 
LABELLE, and H. E. SToKInGeR. Journal of Industrial 
Hygiene and Toxicology [J. industr. Hyg.| 3, 319-331, 
Nov., 1948. 7 figs., 11 refs. 


One of the authors (LaBelle) found that when particles 
of uranium dioxide were injected intratracheally into rats 
their toxicity increased sharply as the particle size 
decreased belowipz. The present study was designed to 
ascertain whether a corresponding change of toxicity 
occurs when particles of UO, dust of different sizes are 
inhaled instead of being injected intratracheally. The 
dust feed employed was an atomizing unit suspended in a 
gallon (4-5 litres) jar containing UO, dust of the graded 
particle size. The suspension was stirred continuously 
by a mechanical stirrer, and aqueous suspensions of UO, 
were atomized from it by a current of dry nitrogen so as 
to produce essentially dry aerosols in the exposure 
chamber. The animals were exposed in a 4-foot (120 
cm.) Monel metal cube, air being exhausted through four 
ports near the chamber bottom. In the preparation of 
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the smaller particle size 3 kg. of whole UO, were mixed 
with 1,800 ml. of water and ground for 3 days in a ball 
mill with steel balls. The mixture was stirred with 
normal hydrochloric acid in order to remove iron, and 
the residue washed repeatedly with 5% sodium chloride 
and then with water. Suspensions of the final residues 
were allowed to stand for 16 hours and the top layers 
siphoned off. The final siphonates contained particles 
averaging 1:25 x, and when dispersed into the exposure 
atmosphere by the atomizing feed they consistently 
yielded dust particles of 0-45 ~. The UO, particles of 
larger size were prepared by a different method. 

In each of two studies 16 rabbits and 24 rats were 
exposed for a total of 29.exposure days and 191 exposure 
hours. In order to estimate the UO, in the air, filter- 
paper-dust samples were taken each day, the air-flow 
rate being 12-5 litres per minute. The average UO, 
concentration was about 80 mg. per cubic metre. At 
least one sample was taken each day for particle-size 
determination by the modified cascade impactor method. 
The mass median particle size was 0-45 py in the small- 
particle tests, and greater than 1 y in the other tests, 
Daily measurements of the blood non-protein nitrogen, 
the urinary protein, and the amino-acid nitrogen ratios 
showed that in the rabbits treated with small particles 
there were significant increases at the end of the first 
week, and peaks well above the normal at the end of the 
second week. Thereafter the blood non-protein nitro- 
gen dropped rapidly to normal. In the large-particle 
tests the rates of increase and the magnitude of the peaks 
were much smaller. In the rat tests 2 animals were 


killed each week, and the data for lung damage and . 


weight indicated significant lung irritation, the small 
particles causing severe damage near the second week of 
experiment, while the large particles caused only slight 
irritation during the first three weeks. Analyses of the 
tissues showed that the retention of uranium in the lungs 
of rabbits and rats was approximately 1,000 times 
greater than its deposition in either kidney or bone. 
About six times as much uranium was retained in the 
lungs of rabbits inhaling small particles as in those inhal- 
ing large particles, while in the lungs of rats the excess was 
2:5 times as great. H. M. Vernon 


1762. Tissue Responses to Physical Forces. I. The 
Pathogenesis of Silicosis. A Preliminary Report 

S. M. Evans. Journal of Industrial Hygiene and Toxi- 
cology [J. industr. Hyg.| 30, 353-357, Nov., 1948. 7 
figs., 4 refs. 


No satisfactory explanation has been found for the 
difference in the responses of the tissues to “ fibrosive ” 
materials, such as silica, and to “ benign” substances, 
such as carborundum and haematite. It seems that 
substances with the highest piezoelectric characteristics— 
that is, the appearance of electric charges upon the 
surface of certain crystals when they are subjected to 
outside mechanical stress—cause the greatest fibrotic 
responses in the tissues. In order to test this conclusion, 
wulfenite (lead molybdate) was studied because of its 
piezoelectric properties, its hardness in comparison with 
quartz, and its extreme insolubility. The wulfenite was 


ground in a ball mill until 50% passed through a 300- 
mesh screen; a dose of 50 mg. of it, suspended in dis- 
tilled water, was injected into the peritoneal cavity of 
rats. The wulfenite was also injected into 15 other rats, 
which were then placed in a concentrated electromagnetic 
field of 1,200 megacycle frequency for periods totalling 
33 to 231 hours. It was anticipated that in these last 
15 rats the rate of tissue reaction to the wulfenite particles 
would be accelerated owing to their intermittent distor- 
tion by the electromagnetic field. As a control experi- 
ment, rats were injected with “* benign ’’ powdered mica, 
and some of them were also subjected to the influence of 
the electromagnetic field. The experiments showed that 
the wulfenite stimulated tissue responses beyond the 
usual foreign-body reaction as observed in the controls, 
and that the electromagnetic field greatly enhanced the 
speed and degree of fibrotic response in the animals. 
On the other hand, the control animals and normal 
animals which had not received injections were un- 
affected by the electromagnetic field. 
[Scarcely any details of the test results are recorded.] 
H. M. Vernon 


1763. The Pneumonitis and Granulomatosis Peculiar to 
Beryllium Workers 

F. R. Dutra. American Journal of Pathology [Amer. J. 
Path.] 24, 1137-1165, Nov., 1948. 15 figs., 17 refs. 


The distinction between acute and chronic pulmonary 
disease due to the inhalation of beryllium is not sharp, 
and all transition stages have been seen. In acute cases 
the pneumonitis is characterized by a mononuclear 
exudation; in chronic cases there are fibrosis, em- 
physema, and nodules, which are considered specific. 
The nodules begin in organizing intra-alveolar necrotic 
fibrinoid exudation, and in the fibrosis of inflamed septa. 
Many contain giant cells of the Langhans type. Con- 
choidal bodies occur as in Boeck’s sarcoidosis. 

D. M. Pryce 


1764. Pneumonoconiosis from Synthetic Abrasive 
Materials 

A. R. SmitH and A. E. Pertna. Occupational Medicine 
[Occup. Med.| 5, 396-402, April, 1948. 1 fig., 12 refs. 


It is noted that radiographs from metal-grinders who 
use grindstone made of carborundum (silicon carbide) 
have shown nodular mottling. In order to exclude iron 
dust as the cause of this shadowing the authors studied a 
group of workers who ground alundum (an aluminium 
oxide) and carborundum to prepare an abrasive. The 
literature is reviewed, including Gardner’s finding that 
carborundum powder causes little fibrotic reaction and 
tends to lower resistance to tuberculosis. 

Of 53 workers x-rayed, 7 showed nodular fibrosis; 
of these 7, 4 had been exposed to other significant dusts 
or had tuberculosis, and 3 cases were unexplained. 
It is suggested that silicon carbide, under the action of the 
alkaline tissue fluids, may release free silica. 

L. W. Hale 


For Industrial Toxicology, see Abstracts 1847-50 
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Genetics 


1765. A Genetical Study of Human Mammary Cancer 
L. S. Penrose, H. J. MACKENzir, and M. N. KArRN. 


‘Annals of Eugenics [Ann. Eugen., Camb.] 14, 234-266, 


Nov., 1948. 1 fig., 14 refs. 


The role of hereditary factors in the aetiology of cancer 
is most easily recognized in the case of mammary cancer 
because the latter is more accurately diagnosed than 
malignant growths at most other sites. Furthermore, in 
the great majority of instances such tumours produce a 
clearly defined range of pathological conditions. 

The history of investigations into the genetic aspects of 
mammary cancer was summarized by Jacobsen in 1946. 
In spite of the evidence brought forward by a great many 
investigators that mammary cancer frequently affects 
several related females in a pedigree, doubt still remains 
whether hereditary factors play any significant part in‘its 
causation. This uncertainty derives from the fact that 
this particular disease is very prevalent in the population 
as a whole, being responsible for nearly 3% of all deaths 
in females. It is thus difficult to demonstrate that any 
familial concentration is not merely the result of a random 
distribution of cases. 

In the present study a direct comparison is made of 
deaths from different types of cancer in the relatives of a 
series of propositae with the rates for the population as a 
whole. The material was compiled in such a way that 
if the results did show definite evidence of hereditary 
transmission indications of the type of inheritance could 
also be obtained. Particular attention was paid to the 
possibility of transmission through maternal milk. All 
patients suffering from mammary cancer and attending a 
clinic were personally interviewed, and family histories, 
including those of patients’ parents, brothers, sisters, 
children, grandparents, uncles, and aunts, were com- 
piled, 510 cases of mammary cancer in females being 
collected. In 144 instances a relative suffered from cancer 
of some type and in 118 instances one or more relatives 
had mammary cancer. The mean age of the patients 
when first interviewed was 55-2 years and they had on the 
average lived 34 years since the first signs of the disease 
had been recognized; 255 were affected first on the left 
side and 253 on the right. In the others there was some 
uncertainty on this point. Of the mothers of these 
propositae 25 had died of mammary cancer and 51 other 
mothers had died of some other form of malignant 
disease. At the time of the investigation 104 mothers 
were still living and of these 6 were known to be suffering 
from mammary cancer. No similarity between age of 
onset of breast cancer in the mothers and age of onset in 


* the propositae could be demonstrated. Some 365 


sisters of the propositae had died, 23 of mammary 
cancer and 19 of other types of malignant disease. 

There was thus a highly significant increase in observed 
deaths from mammary cancer amongst these sisters but 
no significant divergence from expectation as regards 


deaths from other types of malignant disease. Amongst 
890 sisters still living at the time of the investigation 24 
were under treatment for breast cancer and 7 for other 
types of malignant disease. Only one death due to 
mammary cancer was found amongst the male relatives, 
Amongst the propositae were 410 married women who 
had had 387 liveborn sons and 398 liveborn daughters to- 
gether with 28 stillbirths. The group of propositae was 
therefore slightly less fertile than the general female 
population from which it was drawn. The daughter of 
one proposita was found to be suffering from mammary 
cancer and 2 sons of 2 others had died of malignant 

There emerged from this study, therefore, a strong 
suggestion that transmiSsion of a specific genetical factor 
is a major cause of mammary cancer. The familial 
incidence amongst sibs, however, was not sufficiently 
high to suggest any simple Mendelian explanation of the 
inheritance. The search for evidence that mammary 
cancer in the human female was being inherited through 
maternal milk gave equivocal results, no significant 
association being found between patients who were 


* breast-fed in infancy and those in whose families there 


was concentration of the disease in the maternal 
relatives. F. A. E. Crew 


1766. A Family Tree with Frequent Incidence of Carci- 
noma. (Sippentafel mit gehauftem Krebsvorkommen) 
U. Coccut and P. STUCKELBERGER. Oncologia [On- 
cologia, Basel| 1, 143-152, 1948. 2 figs., 6 refs. 

A family is described in which in eight generations 
17 individuals out of a total of 296 had suffered from a 
malignant disease; the cause of death was known in 
281 of the 296. Of those 17 subjects 12 had had a 


carcinoma of the stomach. Some possible factors under- 


lying the cancer frequency in families are briefly men- 
tioned, and there is a discussion of some of the methods 
used in similar investigations and the errors inherent in 
them. H. Kalmus 


1767. Some Observations on Heredity in Breast Cancer 
and Leukaemia 

T. Busk. Annals of Eugenics [Ann. Eugen., Camb.) 14, 
213-229, Nov., 1948. 5 refs. 


The author re-examines the material and the conclu- 
sions of Jacobsen (Heredity in Breast Cancer, Copen- 
hagen, 1946) and Videbek (Heredity in Human Leu- 
kemia, Copenhagen, 1947), comparing the data they used 
with the mortality and morbidity rates computed from 
materials made available by the Danish National Health 
Service and the Danish Cancer Registry. Many of the 
conclusions reached by Jacobsen and by Videbek are 
confirmed but the validity of others is questioned and 
alternative explanations are offered. F. A. E. Crew 
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Anatomy and Cytology 


1768. Tests by Tissue Culture Methods on the Nature of 
Immunity to Transplanted Skin 

P. B. MEDAWAR. Quarterly Journal of Microscopical 
Science (Quart. J. micr. Sci.] 89, 239-252, Sept., 1948. 
9 figs., 27 refs. 


Studies have been made on the tissue homograft. 
The transplantation of skin from one rabbit to another 
brings into action a “‘ defence ’” mechanism which leads 
to the complete destruction of the foreign grafted tissue. 
Whereas skin transplantation immunity is easily recog- 
nizable in vivo, the presence of free antibodies is shown 
not to be a sufficient explanation of the regression of 
skin homografts in vivo. G. M. Findlay 


1769. Cytologic Changes in Thymic Glands Exposed 


' in vivo to X Rays 


R. SCHREK. American Journal of Pathology [Amer. J. 
Path.] 24, 1055-1065, Sept., 1948. 7 figs., 25 refs. 


Intranuclear acidophilic vacuoles were observed in 
lymphocytes from the thymus glands of the rat and rabbit 
3 hours after irradiation with a dosage of 1,000 r. In 
about 35% of the cells there were one or more intra- 
nuclear vacuoles, with or without clearly defined limiting 
membranes. They were most obvious when cells were 
examined in the living condition by dark-ground illumina- 
tion. Sections of thymus gland fixed 5 hours after 
irradiation exhibited many pyknotic and fragmented 
nuclei. Cellular suspensions made from the same gland 
contained many cells with secondary vacuoles and 
numerous fragments of cells. A few cells in normal 
thymus glands also had intranuclear vacuoles and 
pyknotic nuclei. It is suggested that, whether lympho- 
cytes degenerate spontaneously or as the result of irradia- 
tion, the sequence of cytological changes is intranuclear 
formation proceeding to pyknosis and terminating in 
nuclear fragmentation. There is the possibility that the 
nuclear inclusions, which have been described in both 
normal and malignant cells, also indicate spontaneous 
cellular degeneration. R. J. Ludford 


1770. Are Non-nucleated Erythrocytes Formed by Bud- 
ding off of Cytoplasm from Normoblasts? [In English] 
L. BostrGm. Acta Medica Scandinavica [Acta med. 
scand.] 131, 303-324, Sept. 30, 1948. 9 figs., biblio- 
graphy. 


The denucleation theory of the mode of formation of 
erythrocytes is discarded in favour of the view that red 
blood cells are formed by the budding off of haemoglobin- 
holding cytoplasm from erythroblasts in bone marrow. 
A single erythroblast is assumed to produce several 
erythrocytes. 

Detailed evidence in support of the “ budding” 
hypothesis is given. The denucleation theory, on the 
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basis of the production of a single erythrocyte from each 
erythroblast, does not account for the numbers of 
erythrocytes required each day. The budding hypothesis, 
unlike the denucleation theory, explains the absence of 
large numbers of extruded nuclei. It also explains the 
phenomena of excentrically placed nuclei, anisocytosis, 
and “ extrusion ”’ figures, and explains how erythrocytes 
leave marrow parenchyma despite the closed nature of the 
vascular system. Budding-off protoplasm from normo- 
blasts is commonly observed in intense erythropoiesis. 
Studies of embryonic rats (Jacobsen and Plum) showed 
that 10 to 100 erythrocytes per normoblast are formed 
daily. Bone-marrow cultures have also shown (Plum) 
that erythroblasts each produce about 50 erythrocytes 
a day. A. K. Powell 


1771. Electron Histology of the Heart-I r 
B. Kiscu, C. E. Grey, and J. J. Ketscu. Experimental 
Medicine and Surgery (Exp. Med. Surg.] 6, 346-365, 


Nov., 1948. 16 figs., 10 refs. 
This is a description of the histology of the heart as : 


investigated by means of the electron microscope and 
high-speed microtome. Sections were taken from a 
child’s heart in the regions of the chorda tendinea 
(‘* Purkinje fibre ’’) and left ventricle and compared with 
those of diaphragmatic muscle. [Numerous and beauti- 
fully reproduced photomicrographs are included in the 
text and must be consulted for the clear understanding of 
the descriptions. The interpretation of the histological 
appearances of some of the fibres is still a matter of 
conjecture. ] A. I, Suchett-Kaye 


1772. Pelger-Huét’s Anomaly of the Nuclei of the 
Leucocytes. [In English] 

E. Jonsson, L. BostrR6M, and B. BRINGEL. Acta Medica 
Scandinavica [Acta med. scand.] 131, 380-393, Sept. 30, 
1948. 4 figs., 24 refs. , 


Pelger—-Huét’s anomaly is characterized by a marked 


contrast between the immature shape and the accompany- - 


ing mature internal structure of nuclei of leucocytes from 
affected animals. Pelger cells have dark, coarsely pitted 
‘nuclei which are small in relation to the amount of cyto- 
plasm. Up to 50% of Pelger nuclet are commonly 
unsegmented, and segmented cells are rarely constricted 
into more than two segments. Repression of segmenta- 
tion is associated with pronounced coherence of nuclear 
chromatin. 

This anomaly is found in various animals; in rabbits 
the homozygous condition is either lethal in utero or 
produces marked malformations in surviving young. 
Four human cases are described; in 3 of these inheritance 
of a dominant Pelger gene was established. Preparations 
of sternal marrow typically showed increased numbers of 
mature myelocytes and metamyelocytes as well as the 
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striking contrast between the mature form and immature 
structure of the nuclei. Pelger’s anomaly is designated a 
** false shift to the left’’. The finding of short broad 
nuclei with a waist-like constriction and dumbbell-shaped 
nuclei consisting of two globular segments connected by 
a short thread is diagnostic of the condition. 

A. K. Powell 


1773. Cytologic Studies with the Phase Microscope. 
IV. Morphologic Changes Associated with the Death 
of Cells in vitro and in vivo 

H. U. ZOLLINGER. American Journal of Pathology 
[Amer. J. Path.] 24, 1039-1053, Sept., 1948. 14 figs., 
12 refs. 


The “* brilliant type ’’ of nuclear change is indicative of 
cell death. The nucleoli become more conspicuous, as 
does also the nuclear membrane, which appears double- 
contoured. The chromatin network coarsens and 
karyosomes are more evident. These changes are 
brought about by heat and histological fixatives. 
Another kind of degenerative change is described as the 
“hazy type’’. Nuclei look slightly swollen, and the 
nucleoplasm appears hazy, homogeneous, and grey, 
while the nuclear membrane and nucleoli remain dis- 
tinctly visible. This condition when induced by dis- 
tilled water is reversible. After treatment with molar 
sodium chloride, ammonia, and alkali, or after mechanical 
crushing the same changes occur but are then irreversible. 
Ciliary movement and blister formation are good criteria 
of cell viability. Dividing cells die much sooner in 
suspensions, and are generally more sensitive to changes 
in the surrounding medium than are “ resting ”’ cells. 

R. J. Ludford 


1774. Neurovascular Relations and Anomalies at the Base 
of the Brain 
S. SUNDERLAND. Journal of Neurology, Neurosurgery 
and Psychiatry [J. Neurol. Neurosurg. Psychiat.| 11, 
243-257, Nov., 1948. 15 figs., 25 refs. 


The pressure of a vessel upon a nerve may influence its 
function; the close proximity of a vessel to a nerve may 
affect the technique of surgical procedures. The normal, 
and anomalous, relations of vessels to nerves at the base 
of the brain are, therefore, important. Attention is 
directed in this paper to certain hitherto neglected details 
of these relationships. The conclusions are based upon 
the examination and dissection of 210 subjects in whom 
the brain had been hardened in situ. 

(1) The optic nerve. On leaving the cavernous sinus 
the internal carotid artery lies against the infero-lateral 
and then the lateral aspect of the optic nerve at its junction 
with the chiasma. The ophthalmic artery runs to the 
optic foramen in contact with the infero-lateral surface of 
the nerve; the anterior cerebral artery crosses medially 
above it. The nerve may thus be compressed by any of 
these vessels. 

(2) The oculomotor nerve. This lies between the 
posterior cerebral and superior cerebellar arteries close 
to its origin. The former may arise at a very low level, 
pass steeply upward, .and, in crossing the nerve, exert 


traction upon it. The nerve passes on to the roof of the 
cavernous sinus where, if it pierces the dura anterior to 
the usual point, it may be exposed to pressure from the 
internal carotid artery as the latter leaves the sinys, 
When the posterior communicating artery is enlarge¢ 
and replaces the posterior cerebral it often lies directly 
above the nerve on the roof of the cavernous sinus, 
Enlargement and excessive curvature of the basilar artery 
may bring this also into contact with the nerve. 

(3) The trochlear nerve lies below the tentorium and 
above the superior cerebellar artery. It can be com- 
pressed by the latter against the former. 

(4) The trigeminal nerve has as almost constant lateral 
relations: (a) a vein running from the cerebellum to the 
superior petrosal sinus; and (5) a transverse pontine 
branch of the basilar artery. The nerve may be indented 
above by the superior cerebellar, below by the posterior 
inferior cerebellar, or medially by the basilar artery, 
A large anastomotic vessel sometimes unites the basilar 
with the internal carotid artery in the cavernous sinus, 
It may pass through Meckel’s cave and there groove the 
nerve. 

(5) The abducent nerve. Ina high percentage of cases 
the anterior inferior cerebellar artery runs anterior to, and 
in a few cases passes through, the nerve. It may compress 
the latter against the pons. The basilar or the vertebral 
artery may do the same. In the cavernous sinus the 


nerve may be displaced either by the internal carotid or 


by the anastomotic channel previously mentioned. 

(6) The facial and auditory nerves. In 64% of cases 
the anterior inferior cerebellar artery forms a loop which 
enters the internal auditory meatus, where it may com- 
press these nerves. The posterior inferior cerebellar, 
the basilar, or the vertebral artery may loop up ventral 
to these nerves and compress them against the pons or 
middle peduncle. 

(7) The glossopharyngeal, vagus, accessory, and hypo- 
glossal nerves may be forced backwards against the 
medulla by a tortuous vertebral artery, or deformed 
by the posterior inferior cerebellar artery. 

[The paper includes excellent photographs of specimens 
presenting instances of the relationships and anomalies 
discussed.] H. Hughes 


1775. The Morphology of the Pial Blood Vessels and its 
Bearing on the Formation and Absorption of the Cerebro- 
spinal Fluid 

G. B. HAssin. Journal of Neuropathology and Experi- 
mental Neurology {J. Neuropath. exp. Neurol.) 7, 432-438, 
Oct., 1948. 6 figs., 7 refs. 


The blood vessels of the cerebral and spinal meninges 
possess, as well as the adventitia, a periadventitial coat 


which is continuous with the pia-arachnoid. This in | 


turn is covered with a layer of mesothelial cells con- 
tinuous with that lining the subarachnoid spaces. The 
presence of capillaries is doubtful. The periadventitial 
coat adds another obstacle to the production of cerebro- 
spinal fluid by dialysis of fluids between the blood vessels 
and the subarachnoid space, and its presence supports 
the view that cerebrospinal fluid is a brain secretion 
rather than a dialysate. Gwenvron M. Griffiths 
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Physiology and Biochemistry 


1776. Lung Function Studies. II. The Respiratory Dead 
Space 

W. S. FowLer. American Journal of Physiology [Amer. 
J. Physiol.] 154, 405-416, Sept., 1948. 3 figs., 20 refs. 


Physiological dead space is defined as the volume of the 
conducting airway down to the site where a marked 
change in gas composition occurs. The method of 
dead-space determination is based on continuous and 
simultaneous measurement of expired air volume flow 
and of expired air nitrogen content, following the change 
from breathing air to breathing 99-6% oxygen. For the 
latter determination the nitrogen meter of Lilly and 
Hervey was used. The results were calculated according 
to Bohr’s formula for dead space. The average dead 
space in 45 healthy male subjects was 156 c.c. The 
average expired volume required to wash out the dead 

. dead space 
the fraction tidal air 
25-9%, but varied widely in different subjects. Maximal 
variations of inspiratory lung volume, voluntary hyper- 
ventilation, and post-exercise hyperpnoea increased the 
dead space by up to 100 c.c When the inspiratory 
phase was prolonged by 2 to 3 seconds or the breath was 
held during inspiration the dead space was reduced (in 
the latter case by 44 to 82 c.c.). The dead space was not 
affected by variations in the rate of inspiratory. volume 
flow. A. Schweitzer 


space was 325 c.c.; 


1777. Electrophrenic Respiration 
S. J. SARNOFF, E. HARDENBERGH, and J. L. WHITTEN- 
BERGER. Science [Science] 108, 482, Oct. 29, 1948. 


-1 fig., 6 refs. 


One or both phrenic nerves are stimulated by a stimu- 
lator delivering 40 cycles per second at a pulse duration 
of 2 milliseconds. The circuit includes a rotating 
potentiometer which describes an arc; the length of this 
arc can be set by an adjustable lever. The rate at which 
the lever is driven can be adjusted by a friction clutch 
arrangement. In this way the voltage delivered to the 
electrodes is rhythmically raised and lowered at a 
desired rate. The gradual increase in voltage produces 
smooth diaphragmatic contraction and thus effective 
inspiration; conversely, smooth expiration is obtained. 
A linear relationship exists between peak voltage applied 
and respiratory minute volume (within satisfactory 
flexible limits). The type of respiration produced is 
similar to that seen in spontaneous respiration in man, 
and in cats, rabbits, dogs, and monkeys. Normal 
respiratory conditions and arterial blood oxygen and 
carbon-dioxide tensions canbe obtained in the absence of 
spontaneous respiration, with submaximal stimulation of 
one phrenic nerve. Maximal stimulation of one or both 
nerves can produce over-ventilation and alkalosis. 


averaged . 


Voluntary control of respiration is relinquished in non- 
anaesthetized subjects once electrophrenic respiration is 
started. A 5-year-old boy with complete respiratory 
paralysis following: rupture of a cerebral aneurysm was 
kept alive for 52 hours by electrophrenic respiration. 

A. Schweitzer 


1778. The Renal Clearance of Endogenous “‘ Crea 

in Man 

J. Brop and J. H. Sirota. Journal of Clinical Investiga- 
tion [J. clin. Invest.}.27, 645-654, Sept., 1948. 31 refs. 


The renal clearance of endogenous Jaffé-positive 
material (“‘ creatinine ’’ chromogen) estimated in tungstic 
acid blood filtrates is compared with renal clearances of 
inulin and thiosulphate. The chromogen/inulin ratio is 
1-:00+0-018 and the chromogen/thiosulphate ratio is 
0:95+0-018 calculated on the averages of three to nine 
clearance periods in 14 normal persons. In 13 subjects 
with renal disease the values for the same ratios were 
1:04+0-109 and 1-10-+0-292 with one exception. In 
infants the average chromogen/mannitol clearance ratio 
was 0°60-0-066. Tubule blockage by caronamide or by 
saturation with p-aminohippurate did not change the 
chromogen/inulin clearance ratio. The authors con- 
clude that endogenous “ creatinine ’’ chromogen clear- 
ance may be used as an index of the filtration rate in 
normal adults and as a useful clinical approximation in 
subjects with renal disease. J. Maclean Smith 


1779. Clinical Effects of Noise and Mechanical Vibra- 
tions of a Turbo-jet Engine on Man 

A. L. Finkie and J. R. Poppen. Journal of Applied 
Physiology [J. appl. Physiol.] 1, 183-204, Sept., 1948. 
4 figs., bibliography. 


The authors review the literature on the effects of 
vibration in man, and describe their experiments to 
determine the immediate and delayed results of exposing 
men to the vibrations caused by running jet aircraft 
engines at high speed. In the experiments 9 healthy 
young naval volunteers were exposed to the vibrations of 
a turbo-jet engine mounted on a test bed running at 
15,000 revolutions per minute (r.p.m.). The subjects 
sat at distances varying from 9 to 24 feet (2:7 to 7:3 m.) 
from the engine, which was run for one hour a day for 
the first 10 days and for 2 consecutive hours on the last 
5 days of the experiment. Each man was thus exposed 
for 20 hours during a period of 6 weeks. Ear plugs and 
helmets were used for the last 15 hours. Exhaustive 
clinical and biochemical investigations were carried out 
and the significant findings were as follows: (1) Of the 
9 men 7 complained of fatigue and irritability throughout 
the experiment and 5 lost more than 6 Ib. (2-7 kg.) in 
body weight. (2) Until plugs and helmets were used 
audiometry showed a sharp temporary decrease in 
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auditory acuity in the “ conversational frequency range ”’ 
of 512 to 4,096 cycles per second. These effects are 
similar to those produced by aircraft noise of 120 to 130 
decibels. (3) Except for a fluctuation in the fasting 
blood-sugar level, other findings were normal. 

Roland Winfield 


CIRCULATORY SYSTEM 
1780. Study of Simultaneous Right and Left Atrial 


Pressure Pulses under Normal and Experimentally 


Altered Conditions 

D. F. Oppyke, J. Duomarco, W. H. DILLON, 
H. Scureiper, R. C. Litrie, and R. D. SEELy. American 
Journal of Physiology [Amer. J. Physiol. ] 154, 258-272, 
Aug., 1948. 7 figs., 12 refs. 


These experiments on dogs were undertaken to 
determine the dynamics of blood flow in the right and 
left auricles. Atrial pressure pulses were simultaneously 
recorded on both sides; the contour of the curve of the 


left was fundamentally the same as that of the right, . 


the waves differing only in amplitude. Left auricular 
pressure was usually found to be greater than the right 
during the entire atrial cycle. Rapid blood or saline 
infusion or central vagal stimulation produced an 
increase in atrial pressure, more pronounced on the 
left than the right. Bleeding the dogs had an inverse 
effect.. It was found that the left atrial pressure is 
greatest during the atrial inflow of blood at the time when 
the auriculo-ventricular valves are closed. This is due 
to the lesser distensibility of the left auriculo-venous 
system, which generally shows greater pressure fluctua- 
tions in response to variations in the systemic circulation. 

It would seem that in the presence of an interauricular 
septal defect the left auricular pressure remains greater 
than the right. Thus a left-to-right shunt resulting from 
pressure differential in the auricles could have a physio- 
logical basis, and would not always be pathological in 
pationts with interauricular septal defects. 

A. I. Suchett-Kaye 


1781. Cardiodynamics of Experimental Interventricular 
Communications 

W. H. DILLon and H. SCHREIBER. American Journal of 
Physiology [|Amer. J. Physiol.) 154, 281-289, Aug., 1948. 
5 figs., 3 refs. 


Experiments on dogs were carried out to study the 
effects of interventricular communications on the ven- 
tricles and to clarify some problems in connexion with 
interventricular septal defects in human beings. The 
method used was the creation of an external interventri- 
cular shunt which could be either opened or closed to 
suit experimental conditions. On opening the shunt 
there was in the left ventricle an elevation of initial 
pressure, a decline in maximum pressure, and an increase 
in duration of contraction in relation to cycle length. 
The predominant changes in the right ventricle consisted 
in an elevation of both initial and maximum pressures. 
A further analysis of data suggested that the elevation of 
right ventricular pressure was not caused wholly by 
summation of right and transmitted left ventricular 


pressures, but was partly due to a compensatory response 
of the right myocardium, which dilated sufficiently to 
increase the initial length of its fibres. 

In left-to-right ventricular shunt the more vigorous 
right ventricular action had two effects: (1) ejection of a 
larger volume of blood for return to the left heart; and 
(2) reduction of the fraction of blood shunted into the 
right ventricle during systole. In these experiments the 
aortic pulse pressure invariably fell on opening the shunt, 
and this was found to be due to a reduced left ventricular 
stroke volume. This work has also shown that a slow 
intravenous infusion of saline could restore the aortic 
pulse pressure so long as the right heart was not failing, 

A. I. Suchett-Kaye 


1782. Relative Distribution of Cardiac Output in Acute 
Hypoxemia 

M. FELDMAN, S. RopBArD, and L. N. KATZ. American 
Journal of Physiology [Amer. J. Physiol.] 154, 391-396, 
Sept., 1948. 1 fig., 7 refs. 


Blood flow was measured in the inferior or superior 
vena cava with a modified Ludwig stromuhr in dogs 
subjected to vagotomy and in which, under pentobarbi- 
tone soluble anaesthesia, anoxia was induced by breathing 
pure nitrogen for periods of 2 to 34 minutes. At the 
onset of acute anoxia the flow in both cavae and the 
arterial blood pressure increased. After about 75 
seconds the flow through the inferior vena cava rapidly 
decreased to nearly zero; the superior cava flow remained’ 
above normal, then gradually decreased. At that time 
the blood pressure was low, the heart dilated, and its 
rate slow. The average circulation time, as determined 
by the acetylcholine method, increased during the late 
hypotensive phase from 11 to about 79 seconds. When 
breathing of normal air was resumed a sudden pro- 
nounced increase in flow through both cavae occurred, 
and this was fellowed by a rise in blood pressure, often 
to levels higher than in the early hypoxaemic phase. 

A. Schweitzer 


1783. Nature of the Two Pressor Responses to Acute 
Hypoxemia with Some Observations on the Réle of the 
Adrenals in Hypoxia 

A. VAN Loo, A. SURTSHIN, and L. N. Katz. American 
Journal of Physiology [Amer. J. Physiol.) 154, 397-404, 
Sept., 1948. 1 fig., 11 refs. 


Hypoxaemia, induced in dogs by breathing pure nitro- 
gen, produces an initial pressor phase followed by a fall 
in blood pressure. When breathing of normal air is 
resumed, a second, post-hypoxaemia, pressor phase 
occurs. After unilateral adrenalectomy, diversion into 
a syringe of the blood from the remaining adrenal does 
not affect the hypoxaemic, but diminishes the post- 
hypoxaemic, response. Adrenal blood, collected during 
the hypotensive phase, had a greater pressor activity 
than that obtained at an earlier phase of hypoxaemia. 
The adrenal glands play little part in the production of 
the hypoxaemic response, but are involved in the 
causation the post-hypoxsemic pressor phase. 

A. Schweitzer 
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CIRCULATORY SYSTEM 


1784. Studies on the Circulation in Man. II. Normal 
Values for Cardiac Output and Pressure in the Right 
Auricle, Right Ventricle and Pulmonary Artery. [In 


] 
H. LacertOr and L. Werk6. Acta Physiologica 
Scandinavica {Acta physiol. scand.| 16, 75-82, Oct. 12, 
1948. 2 figs., 11 refs. 


Cardiac output was determined in 13 normal subjects 
by means of catheterization of the pulmonary artery and 
the direct Fick principle. The average values were 3-7 
litres per square metre of body surface area. Pressures 
in the brachial and pulmonary arteries and right auricle 
and ventricle were determined by means of a critically 
damped electrical manometer. The average mean 
pressures were 100 mm. Hg (brachial artery), 15 mm. Hg 
(pulmonary artery), 9 mm. Hg (right ventricle), and 2-8 
mm. Hg (right auricle). The average peripheral vascular 
resistance was 1,190 dynes per cm. per 1/100,000 second 
(range 882 to 1,790), that of the pulmonary system 134 
(range 68 to 181). A. Schweitzer 


1785. Crystalline Human 


Haemoglobin. (Kristalli- 
siertes Hamoglobin aus menschlichem Blut) 


F. Kusowitz. Zeitschrift fiir die Gesamte Innere 


Medizin [Z. ges. inn. Med.| 3, 501-504, Sept., 1948 
2 figs., 3 refs. 


A technique is described for the preparation of crystals 
of various compounds of human haemoglobin. 
A. Piney 


1786. Mechanism of the Arterial Pressure Response to 
the Valsalva Test: The Basis for its Use as an Indicator 
of the Intactness of the Sympathetic Outflow 

S. J. SARNOFF, E. HARDENBERGH, and J. L. WHITTEN- 
BERGER. American Journal of Physiology [Amer. J. 
Physiol.) 154, 316-327, Aug., 1948. 10 figs., 10 refs. 


Valsalva’s test, which consists of a sustained and 
forced expiratory effort against an obstructed airway— 
usually either a closed glottis or a column of mercury— 
was performed on anaesthetized dogs and changes in 
arterial pressure were studied. The arterial pressure 
response was shown to have six components, described in 
detail in the text and accompanying graphs. The rise in 
blood pressure (“ post-stimulus overshoot”) after 
release of tracheal obstruction was found to be due to 
reflex sympathetic activity engendered by the hypotension 
present in the carotid sinuses during the period of 
impaired venous return to the right heart. The experi- 
ments showed that this reflex sympathetic activity could 
be abolished either by excluding the carotid sinus reflex 
or by blocking the sympathetic innervation by tetra- 
ethylammonium chloride or spinal analgesia. Intact 
vagi inhibited the rise in arterial tension, as also did 


“excess of circulating adrenaline. 


Finally, the authors stress the fact, brought to light by 
them ‘and others, that the typical response of arterial 
pressure to Valsalva’s test is abolished when the blood 
volume is considerably reduced. They conclude that 
“ any clinical test designed to use the degree of overshoot 


as a quantitative estimate of sympathetic activity should 
take into consideration the factors of medication, vagal 
activity, cold, apprehension, carotid sinus sensitivity and 
the presence of circulating epinephrine, as well as the 
patient’s blood volume ”’. A. I. Suchett-Kaye 


1787. The Effect of Intravenous Injection of Trypsin In- 
hibitor on the Coagulation of Blood 

H. J. TAGNoN and J. P. Souuter. Blood [Blood] 3, 
1161-1166, Oct., 1948. 2 figs., 12 refs. 


The trypsin inhibitor which Kunitz isolated from soy- 
bean has been shown to have an anticoagulant effect in 
vitro. The authors found that there was an immediate 
prolongation of clotting time after the intravenous in- — 
jection of the soy-bean preparation in dogs and rabbits. 
The effects lasted for from 30 to 60 minutes, the pro- 
thrombin time being prolonged for a longer period than 
the clotting time. The time needed for complete 
fibrinolysis of a clot increased sharply in the presence of 
serum obtained immediately after injection of the in- 
hibitor. The same effects were observed when a highly 
purified thrice-recrystallized trypsin inhibitor from soy- 
bean was injected into a rabbit, the results being similar 
to those obtained with the cruder material. A pro- 
tamine titration in the 2 dogs showed that the blood in 
which the trypsin inhibitor caused prolongation of the 
clotting time did not contain heparin. 

The authors consider that the practical use of the 
trypsin inhibitor from soy-bean in anticoagulant therapy 
must await further study, but they observe that the 
material does not appear to be toxic and could con- 
ceivably be used in purified form for prolonging the 
clotting time in vivo. R. Winston Evans 


1788. The Activation of Prothrombin, with Special Refer- 
ence to “ Thromboplastic Enzyme ”’ (Tryptase) 

J. H. Fercuson, B. L. Travis, and E. B. GERHEIM. 
Blood [Blood] 3, 1130-1160, Oct., 1948. 3 figs., biblio- 
graphy. 


This paper is ‘the fourth of a series of studies on 
“ enzymes and enzyme-inhibitors in relation to haemor- 
rhagic diseases and blood coagulation’, and describes 
in great technical detail the experimental analysis of so- 
called purified prothrombin preparations. The authors 
point out that all high-potency purified prothrombin 
preparations contain a trace of thrombin which activates 
fibrinogen at a very slow rate. This action is accelerated 
by optimum quantities of calcium chloride. Thrombo- 
plastin alone is without effect except when it is present 
with a demonstrable quantity of ionized calcium. 

Experimental analysis of the activation process lays 
stress on the participation of Ca-ions, thromboplastic 
P-lipid factor (cephalin), and plasma and tissue tryptase 
(proteolytic enzyme). Each of these factors is studied 
with reference to mode of action, optimal concentration, 
reactions, and relation to inhibitors. Inhibition of pro- 
thrombin activation may be considered under the follow- 
ing heads: (1) “ decalcifying ’ agents—oxalates, citrates. 
—which depress calcium ionization and thus prevent 
thrombin formation, and, under special circumstances, 
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reverse the process of activation; (2) “ antithrombo- 
plastic ’ (? anticephalin) agents—heparin, and probably 
soy-bean trypsin-inhibitor, to some extent; (3) “ anti- 
tryptase ’’ agents—such as crystalline trypsin-inhibitors 
from pancreas and soy-bean—which inhibit the thrombo- 
plastic enzyme (accessory factor). Excess Ca++ slows 
the rate of thrombin formation. 

The evidence suggests that thrombin formation pro- 
ceeds by way of an “ intermediary calcium-pro- 
thrombin-cephalin (thromboplastic phosphatide) com- 
plex or compound. The amounts of thromboplastic 
P-lipid—cephalin or “ thromboplastin”—Ca++ deter- 
mine both the rate of activation and the final yield of 
thrombin. However, the ultimate (“ ripe’) thrombin 
does not owe any of its activity to the presence of calcium 
or phospholipid. The three types of activator—calcium, 
thromboplastin, and thromboplastic enzyme—occur as 
“trace impurities’ in prothrombin preparations, but 
Seegers’s most-purified materials are tryptase-free. 
Tryptase and trypsin are “ thromboplastic ”’ only in the 
presence of adequate calcium and phospholipid factors, 
which may, however, be “* mobilized *’ from protein com- 
bination, including prothrombin. In this way the two 
basic activators are, in a sense, “* catalysed’’ in their 
prothrombin-activating reactions. The significance of 
proteolytic actions—fibrinolysis, fibrinogenolysis, pro- 
thrombinolysis, and sometimes thrombinolysis—by natural 
tryptase of plasma and tissue origin is investigated and 
discussed in relation to the broader aspects of the problem 
of blood coagulation. R. Winston Evans 


NUTRITION 


1789. Can a Vitamin Imbalance be Caused by Admini- 
stration of Folic Acid? (Squilibri vitaminici da acido 
folico?) 

C. MALAGUZZI VALERI. Acta Vitaminologica [Acta 
vitamin., Milano] 2, 53-56, June, 1948. 57 refs. 


The author attributes the frequent occurrence of cord 
lesions in cases of pernicious anaemia treated with folic 
acid to a vitamin imbalance due to the folic acid. He 
argues that folic acid might play an important part in the 
cytochrome-oxidase system—for example, by inhibiting 
the oxidation-reduction processes to a greater extent than 
the glycolysis. 

[This interesting paper is not suitable for abstraction, 
but should be read in the original by those who are 
interested in the yet unexplained mechanism of vitamin 
imbalance. Z. A. Leitner 


1790. Role of the Vitamins in Protein Metabolism. (La 
intervencién de las vitaminas en el metabolismo proteico) 
C. Jiménez Diaz, F. VivANco, A. BUYLLA, and J. M. DE 
PALacios. Revista Clinica Espafiola [Rev. clin. esp.] 29, 
224-232, May 31,1948. 2 figs., 11 refs. 


This paper, the second of a series, reports a study of 
the effect of vitamin A on protein metabolism. Two 
groups of 20 growing rats were given respectively a low- 
protein diet (3%) and a normal protein diet (20%). A 
similar experiment was carried out with adult rats. 


Half of the animals in each group received vitamin A, 
which was withheld from the controls. At the end of 
6 weeks the rats were killed, weighed, and macerated, and 
the amount of protein, fats, and water in the body was 
estimated. It was found that the protein balance in the 
animals receiving vitamin A and in the controls remained 
undisturbed; it was concluded that vitamin A has no 
effect upon protein metabolism. A. Lilker 


1791. Action of Vitamin C, (Vitamin P) on Thyroid 
Structure. (Action de la vitamine C, (Vitamine P) sur 
la structure de la glande thyroide) 

M. Gabe and J. L. Parrot. Journal de Physiologie [J, 
Physiol., Paris] 40, 63-87, 1948. 8 figs., bibliography. 


Experiments were carried out on 72 guinea-pigs and 
11 albino rats. 

Scurvy produced by diet caused in all experimental 
animals a histological change in the thyroid gland 
consisting of proliferation of the epithelial cells as well 
as of colloid. Administration of ascorbic acid alone did 
not prevent or reverse these changes without the addition 
of an adjuvant substance, d-catechin, which the authors 
identified as vitamin P. Addition of quite small doses of 
ascorbic acid to d-catechin (preferably called by the 
authors vitamin C, instead of vitamin P), however, 
brought about a complete return to normal in the 
thyroid structure. Large doses of d-catechin given to 
guinea-pigs and rats kept on a normal diet stabilized the 
rest-phase of the thyroid gland.~ Injection of “ anti- 
vitamin P”’ (an extract of Brassica napus) into guinea- 
pigs receiving a normal diet was followed by histological 
signs of increased thyroid activity. Increased doses of 
d-catechin given to immature guinea-pigs reduced the 
sensitivity of the thyroid gland to the pituitary thyro- 
trophic hormone. 

d-Catechin and ascorbic acid thus have a very similar 
influence on the thyroid gland. d-Catechin action is 
dependent on the presence of ascorbic acid, probably 
acting as a potentiating factor on the ascorbic acid in the 
food. The authors consider that this action of d- 
catechin (vitamin P) on the thyroid should gain as 
general a physiological recognition as its action on the 
capillary resistance. 

[The reaction of d-catechin to orange juice and lemon 
juice, blackcurrant, and other substances rich in vitamin P 
is not yet clear.] Z. A. Leitner 


1792. Experimental Studies on the Action of Vitamin D,_ 


in Large Doses. (Ricerche sperimentali sull’azione della 
vitamina D, somministrata a dosi elevate) 
G. Broa. Rivista di Clinica Pediatrica [Riv. Clin. 
pediat.] 46, 583-592, Sept., 1948. 15 refs. 


The author reports an experimental study in albino rats 
on the toxicity of vitamin D, (calciferol). The toxicity 
was assessed on the basis of loss of appetite; roughening 
of fur, loss of weight, blood calcium level, and metastatic 
calcification. The vitamin D, was administered in oily 
solution, 30,000 to 200,000 international units being given 
intraperitoneally every 2 to 3-days for a total of 78 to 
83 days. Control animals were given the same quantity 
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of solvent (olive oil) intraperitoneally at the same time 
intervals. All animals in each of the 3 groups of experi- 
ments carried out were of the same litter. No toxic 
phenomena were observed in the first experiment (3 
treated animals receiving 30,000 i.u. every 2 days and 
2 controls on a normal diet). In the second experi- 
mental group of 3 animals, receiving a normal diet and 
100,000 iu. of vitamin D, every 3 days, mild toxic 
manifestations were observed. In 2 animals receiving 
50,000 i.u. every 3 days, as well as 3 controls, there were 
no toxic signs. Animals used in the third experiment 
were divided into two groups. Rats in one group were 
given a rickets-producing diet consisting of flour with 
calcium lactate 29%, sodium chloride 2%, and iron 
citrate 0-1%. Four of the 6 animals were given vitamin 
D,, 200,000 i.u. every 3 days. Of these animals, one died 
at 10 days, while all the others gained less weight than 
did the control group. Two rats acting as controls 
developed fractures (one of them showed in addition 
radiological signs of rickets) and died in 20 days. Rats 
of the second group in this third experiment received a 
normal diet plus a salt solution similar to that in the 
rickets-producing diet. Two animals received 200,000 
i.u. of vitamin D, every 3 days; 1 rat acted as a control. 
All animals behaved normally. All the animals in the 
third experiment, except for the control receiving a 
normal diet, showed hypercalcaemia. No metastatic 
calcifications were observed in the kidneys or in the aorta 
of any of the animals of the 3 experimental groups. The 
author discusses briefly the literature on toxic manifesta- 
tions, both clinical and experimental, of vitamin D, 
therapy in high doses. P. E. Polani 


1793. Single Administration of Ascorbic Acid as a 
Method of Rapid Determination of Vitamin Saturation in 
Clinical Practice. (OgHoKpaTHaa Harpy3Ka aCcKOp- 
6vHOBOH KHCNOTOH Kak MeTOR ObICTporo onpemeneHHA 
BHTAaMHHHOH HaCbILUCHHOCTH B KJIHHHKE) 

K. S. Kosyakov. Tepanesruyeckui Apxus [Terap. 
Arkh.] 20, No. 4, 79-87, July—-Aug., 1948. 14 refs. 


Preliminary studies on the urinary content of ascorbic 


. acid showed that it was not related to the rate of output 


of urine, to the length of time the urine had been in the 
bladder, or to the plasma level of ascorbic acid. Thus a 
single determination of ascorbic acid in urine and plasma 
is useless for detection of incomplete saturation of the 
body with vitamin C. 

In 104 cases the author determined the ascorbic acid 
content of plasma and of plasma obtained from sternal 
marrow and the amount in urine. He then gave If g. 
of ascorbic acid by mouth and estimated the quantity 
excreted in specimens of urine passéd 2, 4, and 6 hours 
later. When the diet had been poor in vitamin C, only 
1% of the dose administered was recovered from the 
urine within 6 hours, but when the subject had received 
high doses for the preceding 15 days, up to 40% was 
recovered. Whereas in cases of vitamin-C deficiency 
the plasma from sternal marrow usually did not contain 
vitamin C, and the plasma levels in venous blood were 
low (0 to 0-58 mg. per 100 ml.), after preliminary satura- 
tion the marrow plasma contained from 0-15 to 1 mg. 


per 100 ml. and the venous plasma from 0-13 to 0-79 mg. 
per 100 ml. In one case of severe diabetes a high 
percentage of the test dose was excreted in 6 hours, 
although the plasma level was relatively low. 

S. S.'B. Gilder 


1794. The Vitamin C Activity of Human Milk. (K C- 
BHTaMHHHOH AKTHBHOCTH KCHCKOFO MONOKAa) 


G. M. Natapze. Caxutapusa [Gigiena] . 


No. 8, 36-39, Aug., 1948. 


Determinations of vitamin-C content of human milk 
were made in five localities of the Georgian S.S.R. in 239 
samples obtained during each month of the year. The 
average figures (in mg. per 100 ml. of milk) were as 
follows: January, 4°8 (range 3:3 to 7-4); February, 3-7 
(range 2-6 to 5-7); March, 3-2 (range 2:1 to 4-9); April, 
1-7 (range 1:3 to 2); May, 2 (range 1-4 to 4-1); June, 
3-2 (range 2-3 to 4:8); July, 3-3 (range 2 to 5-3); August, 
4-9 (range 2°4 to 7); September, 5-6 (range 2-8 to 8); 
October, 6:1 (range 4 to 7-4); November, 4-2 (range 2:5 
to 5-4); December, 4-5 (range 2-5 to 6-3). Somewhat 
similar results were obtained in investigations carried out 
in other parts of the Georgian Republic but on vitamin-C 
content during the individual months only. Therefore, 


it is calculated that in Georgia infants obtain in 24 hours © 


10 to 15 mg. of ascorbic acid—that is, an amount sufficient 
to meet normal requirements. Variations during the 
late winter and early spring months are explained as 
being due to the shortage or absence of fresh fruit 
and vegetables. H. P. Fox 


' 1795. The Dietary Intake of a Class of Students 


R. P. Cook. British Medical Journal [Brit. med. J.} 2, 
711, Oct. 16, 1948. 3 refs. 


During one week in the last quarter of 1947, 44 male 
and 14 female students of biochemistry recorded their 
dietary intake by the log-book method. The nitrogen 
excretion in one 24-hour sample of urine was also 
determined by 20 of these students by the Kjeldahl 
method. The results are given in two tables, which show 
the usual wide individual variations. The average value 
of the nitrogen excretion when multiplied by 6-25 was of 
the same order as the average daily intake of protein. 

H. E. Harding 


1796. Effect of Feeding Moderate Levels of Commercially 
Agenized Flour to Dogs 

G. W. NeweELL, S. N. GersHorr, T. C. Erickson, W. E. 
Gitson, and C. A. ELvenyeM. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N. Y.] 69, 1-2, Oct., 1948. 1 fig., 6 refs. 


Five dogs were fed on synthetic diets containing 30% 
of agenized flour over a period of 12 to 144 months. 
The flour had been treated with 1-2 g. nitrogen trichloride 
per cwt. (50-8 kg.) (3 dogs) or 2:25 g. of nitrogen tri- 
chloride per cwt. (2 dogs), levels which are used com- 
mercially. None of the dogs developed running fits or 
convulsions, nor were there abnormalities in the electro- 
encephalograms. Previous experiments had shown that 
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when similar flour constituted 84% of the ration running 
fits and convulsions were produced in 11 to 62 days. 
J. Yudkin 


1797. Studies on Edible Yeasts. I. Food Yeast, Brewers’ 
Yeast, and Skimmed Milk as Supplements to a Deficient 
Diet. II. Growth and Reproduction Performance of 
Rats Fed on Yeast as Sole Source of Protein. III. The 
Effect of Heat Treatment on the Nutritive Value of Food 
Yeast 


_J. A. Goyco and C. F. Aseny6. Puerto Rico Journal of 


Public Health (Puerto Rico J. publ. _ 22, 471-502, 
June, 1948. 5 figs., 34 refs. 


Albino rats were fed for 7 weeks on a basal diet alone 
or with supplements. The basal diet was one approxi- 
mating to that consumed by the rural population of 
Puerto Rico to which were added mineral salts and a 
source of carotene. The supplements were food yeast 
(Torula utilis), brewers’ yeast, skimmed milk, synthetic 
“B vitamins’, aneurin, or food yeast plus added “ B 
vitamins’. The yeast did not improve the value of the 
protein in the diet but the skimmed milk did improve 
it slightly. The diets containing yeast and the “B 
vitamins *’ did, however, produce better growth, indicat- 
ing that the Puerto Rican diet was for rats deficient in 
these vitamins. Some of the experiments and an analysis 
of the diet showed that it was adequate as regards 
aneurin but not as regards riboflavin. 

With albino rats, preliminary experiments showed that 
the growth-promoting value of brewers’ yeast was 
almost as high as that of casein, while that of crude yeast 
was much lower. Growth when various amounts of 
brewers’ yeast and food yeast were added was much 
inferior to that with the stock diet. Studies on reproduc- 
tive performance were carried out with similar diet 
to which was added vitamin E, since both forms of 
yeast were shown to contain almost none of this vitamin. 
Only when the diets contained 40% of brewers’ yeast did 
reproduction proceed as far as 4 generations, but lactation 
was poor. 

It has been suggested that the autoclaving of food 
yeast increases its growth-promoting effect. Experi- 
ments on rats fed with the yeast either as the sole source of 
protein or as a supplement to a diet of rice and beans 
revealed no Gime’ between untreated and autoclaved 
yeast. J. Yudkin 


1798. Effect of Meals on Visual Performance and 
Fatigue 

E. SIMONSON, J. BrozeK, and A. Keys. Journal of 
Applied Physiology (J. appl. Physiol.] 1, 270-278, Oct., 
1948. 13 refs. 


The effect of having no meal, of a standard meal, or of 
a high-fat or high-carbohydrate meal of about 1,300 
Calories, on the visual performance and fatigue in 6 
young males, who had been full-time experimental sub- 
jects in a nutritional investigation for the year pre- 
ceding the visual tests, was examined. The subjects 
carried out an inspection task on a conveyor belt for 2 
hours. The work test began 30 minutes after lunch and 


was evaluated over 6-minute periods at 5, 60, and 110 
minutes from the start. The blinking rate was simul- 
taneously determined. Visual tests were carried out 
immediately before and after the task. These consisted 
of four retinal function tests and five ophthalmological 
tests; there was also a subjective questionary. Statistical 
examination of the results showed that no one type of 
meal was optimal for all functions. Thus performance 
criteria were poorest after the high-carbohydrate meal 
but the subjective discomfort was least. The standard 
meal (carbohydrate calories 50%, protein calories 12%, 
fat calories 38%) or the high-fat meal (fat calories 83%, 
carbohydrate calories 14%, and protein calories 3%) was 
preferable for the majority of the visual functions. 
C. C. N. Vass 


1799. Deposition of Protein in the Liver Following Intra- 
venous Injection of an Amino Acid Mixture (Hydrolyzed 
Protein) and Glucose 

C. A. Ross and R. ELMAN. Science [Science] 108, 441- 
443, Oct. 22, 1948.- 1 fig., 2 refs. 


The object of these experiments was to show that 
hydrolysed protein injected intravenously would, like 
protein given by mouth, cause deposition of protein in 
the liver cells of protein-depleted dogs. To deplete 
protein reserves 6 dogs were fed for 2 weeks on sucrose 
with vitamins. Three (Group A) were kept on sucrose 
or glucose for another week. The other 3 (Group B) 
were given intravenous injections containing 5% glucose 
and 5% “‘ amigen’”’; the total amount of nitrogen given 
per day was about 0-6 g. perkg. At the end of the third 
week the dogs were killed and their livers analysed. The 
amount of nitrogen in the liver in Group B was about 
0-43 g. per 100 g. (wet weight) more than in portions of 
liver taken for biopsy at the end of the second week; this 
represents storage of about 1-3 g. of nitrogen per liver. 
The amount in the liver in Group A was unchanged. In 
the livers of animals in Group B at the end of the third 


_ week, the cells stained well and the sinusoids were normal. 


In the portions taken for biopsy from both groups at 
the end of the second week and in the livers of Group A 


animals at the end of the third week the cells were . 


vacuolated and the sinusoids obliterated. 
J. R. Marrack 


NERVOUS SYSTEM 


1800. Double Discharges in Human Motor Units 
J. S. DENsLow. Journal of Neurophysiology [J. Neuro- 
physiol.) 11, 209-215, May, 1948. 4 figs., 6 refs. 


In maximum steady voluntary contraction in human 
limb muscle Lindsley found the shortest interval between 
two successive discharges to be 22 milliseconds. The 
author has demonstrated double discharges in human 
muscles with intervals down to 3-5 milliseconds; this 
implies that different excitation and recovery mechanisms 
exist. The voltage of the second beat is usually less than 
that of the first when the interval separating the two beats 
is less than 8 milliseconds. Observations on a single 
motor unit show that the temporal and voltage patterns 
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are remarkably constant for a given unit, and can be used 
for the identification of that unit. This eliminates the 
possibility that the second discharge observed is due to 
activities of an adjacent unit. Records show that, for a 
given unit, the interval between the double discharges is 
greater than that between single discharges, but that the 
characteristic pattern of the discharge remains un- 
mistakable. Polyphasic action potentials were often 
observed. Double discharges occur most frequently as 
the unit starts or stops excitation, and are more common 
in certain muscle groups than in others. Artificially 
induced acidosis did not significantly alter the amount of 
doubling. Further experiments are being planned to 
check the possibility that the second discharge arises 
peripherally. C. C. Evans 


1801. Proprioceptively Induced Reflex Patterns 

G. N. Loorsourrow and E. GELLHORN. American 
Journal of Physiology [Amer. J. Physiol.] 154, 433-438, 
Sept., 1948. 3 figs., 9 refs. 


Electromyographic records were taken from wrist and 
elbow muscles of cats and monkeys under allobarbitone— 
urethane anaesthesia. Passive movements of the elbow 
produced activity in the triceps and flexor carpi on 
flexion, and in the biceps and extensor carpi on extension. 
Activity disappeared after tenotomy of the biceps and 
triceps, but persisted after tenotomy of the carpal muscles. 
Application of a load to the tenotomized triceps induced 


_ activity in the triceps—flexor-carpi group. Stretching by 


passive movement or by loading of the flexor carpi 
induces activity in the triceps; similar stretching of the 
extensor carpi induces activity in the biceps. If activity 
is induced in the stretched muscle and in its associated 
muscle, lesser activity is also induced in the antagonists 
of these muscles (“ co-contraction”’). Co-contraction 
produced by the myotatic reflex has the same properties 
as those seen in experiments previously reported after 
stimulation of the motor cortex. A. Schweitzer 


1802. Differential Action of Amoxia, Asphyxia and 
Carbon Dioxide on Normal and Convulsive Potentials 

E. GELLHORN and C. HeEYMANS. Journal of Neuro- 
physiology [J. Neurophysiol.] 11, 261-273, May, 1948. 
13 figs., 21 refs. 


The authors have studied the effects of anoxia, 
asphyxia, and hypercapnia on both convulsive and 
normal cortical potentials in anaesthetized cats and dogs. 

The effect of inhalation of nitrogen in a series of 
experiments was to inhibit the convulsive spike dis- 
charges produced by the local application of picrotoxin, 
“metrazol” (leptazol), strychnine, and mescaline 
respectively, while the normal (“‘ dial” (allobarbitone) or 
chloralosane) potentials from a non-stimulated area were 
practically unchanged. The convulsive potentials were 
ultimately replaced by normal discharges, and on re- 
admission of air these increased in amplitude till the 
convulsive spikes appeared again. Frequently convul- 
sive activity was intensified after readmission of air; 
the authors consider this as analogous to “‘ rebound ”’ in 


reflex activity. This effect is also observed in the normal 
(dial) potentials. The same results were obtained in 
cats under the influence of curare, in which generalized 
convulsive activity of the central nervous system was 
produced by intravenous strychnine. 

The effect of asphyxia is also to inhibit the convulsive 
potentials, while the normal (dial) potentials remain 
relatively unchanged, but, in contrast, asphyxia is fre- 
quently accompanied by an excitation not seen in anoxia, 
the excitation being transient and consisting in an 
increase in frequency of the spikes in the convulsive area 
before they become inhibited. The “ rebound ’’ pheno- 
men on seen after anoxia is also observed after asphyxia. 
As this transient excitatory phase which distinguishes 
asphyxia from anoxia was attributed to the accumulation 
of carbon dioxide in asphyxia, the effect of breathing 
10-6% carbon dioxide was investigated. This caused an 
increase in the frequency of the strychnine spikes and 
replacement of the grouped dial potentials by continuous 
discharges. This action was reversible on readmission of 
air. 
The authorsconclude that decruitment and recruitment 
seem to explain the changes observed and that the amount 
of available oxygen is one of the limiting factors in 
convulsive activity. , C. C. Evans 


1803. Projection of the Centromedian Nucleus of the 
Human Thalamus 

T. McLarpy. Brain [Brain] 71, 290-303, 1948. 8 figs., 
17 refs. 


There has been dispute as to the projection of the 
centro-median nucleus of the thalamus in primates; it 
seems certain that there is no projection to the cerebral 
cortex, and suggestions have been made that it projected 
either to the globus pallidus or to the striatum (caudate 
nucleus and putamen). Five patients were studied 
pathologically; in 4 of these there were marked degenéra- 
tive changes in the centro-median nucleus of the thalamus, 
The first was a man who, following carotid ligation, 
developed a left hemiplegia. Pathological examination 
showed severe loss of cells in the caudate nucleus and 
putamen, with only slight changes in the globus pallidus; 
the thalamus was free from direct involvement by the 
vascular lesion. In the next 3 patients there were 
bilateral lesions; one had cerebral arteriosclerosis, one 
Huntington’s chorea, and one had sustained damage to 
the tips of the caudate nuclei from leucotomy. In all 
of these pronounced changes were found in the centro- 
median nucleus, together with changes in the striatum of 
considerably greater severity than those in the globus 
pallidus. The last patient was a child aged 2 with 
kernicterus who died of bronchopneumonia. No 
abnormality was found in the centro-median nucleus; 
the globus pallidus was shrunken and almost completely 
demyelinated, with less than one-fifth of its cells remain- 
ing; and there were considerably slighter changes in the 
putamen and caudate nucleus. The author concludes 
that the findings in these cases strongly support the view 
that the centro-median nucleus of the thalamus projects 
to the striatum and not to the globus pallidus. 

‘ J. W. Aldren Turner 
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1804. The Fate of Acetanilide in Man 

B. B. Bropie and J. AxeLrRop. Journal of Pharma- 
cology and Experimental Therapeutics [J. Pharmacol.] 94, 
29-38, Sept., 1948. 14 refs. 


Acetanilide and its derivatives were determined by the 
method already described (J. Pharmacol., 1948, 94, 22). 
Human subjects received 1 to 2 g. per day by mouth. 
Only traces (0-1 to 0-2%) were excreted unchanged. 
Absorption was rapid; maximum plasma levels were 
reached in 1 to 2 hours and plasma concentration fell to 
zero in 7 hours, acetanilide being replaced by N-acetyl-p- 
aminophenol free or conjugated, and a very small amount 


. of aniline which decreases after the first hour. The 


aniline concentration is parallel to the concentration of 
methaemoglobin, for the formation of which it is respon- 
sible. The urinary excretion products are N-acetyl-p- 
aminophenol and the products of the conjugation of this 
with sulphuric or glucuronic acid, these products repre- 
senting about 80% of the acetanilide given. No p- 
aminophenol was detected at any stage. V. J. Woolley 


1805. The Effect on the Pain Threshold of N-acetyl-p- 
aminophenol, a Product Derived in the Body from Acetani- 
lide 


F. B. Furnn and B. B. Bropie. Journal of Pharma- 
cology and Experimental Therapeutics [J. Pharmacol.} 
94, 76-77, Sept., 1948. 1 fig., 6 refs. : 


Administration of 0-325 g. of this substance to human 
subjects raised the pain threshold associated with heating 
of the skin by 30%. ‘The rise of threshold began in 
30 minutes and reached a maximum in 24 hours. The 
analgesia equals that obtained by comparable doses of 
acetanilide, and there is no methaemoglobin formation. 

V. J. Woolley 


1806. Human Studies on Analgesic Piperidine Deriva- 
tives 

E. G. Gross, H. L. HOLLAND, and F. W. SCHUELER. 
Journal of Applied Physiology {J. appl. Physiol.| 1, 298- 
303, Oct., 1948. 3 refs. 


The authors, working in the University of Iowa, 
U.S.A., investigated the analgesic properties of d/-«-1,3- 
dimethyl-4-phenyl-4-propionoxy-piperidine hydrochloride 
(““Nu-1,196’’); 
piperidine hydrochloride Nu-1,779”’); and di-f-1- 
hydro- 
chloride (*‘ Nu-1,932 ”’). The method used was that of 
Hardy, Wolff, and Goodell (J. clin. Invest., 1940, 19, 
649), consisting in serial determinations at 20-minute 
intervals of the percentage rise in pain threshold over a 
given period. Medical students were found to be reliable 
subjects, and morphine was used as a standard of 
comparison. 


Results indicated: (1) that with these drugs a peak 
effect is reached sooner than with morphine; (2) generally 
speaking, that the ascending order of potency is mor- 
phine, Nu-1,779, Nu-1,932, Nu-1,196, but in 1 to 5 mg. 
doses Nu-1,932 is most effective; (3) that increased 
dosage increases the height of the peak [maximum] effect 
with all drugs except Nu-1,932, with which a peak is 
reached at 2:5 mg.; (4) that duration of effect is in all 
cases proportional to height of peak. No great difference 
in peak height was noted when Nu-1,196 and Nu-1,779 
were given orally or subcutaneously, but the effect with 
oral doses appeared later. Nu-1,196 and Nu-1,779 pro- 
duced effects on blood pressure and pulse rate similar to 
those of morphine. Nu-1,932 caused a marked brady- 
cardia. Other reactions included vomiting, dyspnoea, 
dizziness, rigors, and itching. Nu-1,196 caused the 
least undesirable reactions and was more extensively 
investigated. It was found that with this drug, intra- 
venous injection produced a greater peak effect, which 
was reached more quickly but did not last so long as 


when the drug was given by the subcutaneous or oral . 


route. In 2 subjects receiving 40 mg. daily of Nu-1,196, 
in divided doses, there were no material changes in 
analgesia, white cell count, or erythrocyte count over a 
period of 9 days. 

The authors conclude chat Nu-1,779 produces most 
vomiting, nausea, and respiratory depression; Nu-1,932 
is too unreliable in its effect and not sufficiently potent; 
Nu-1,196 is the most promising of the three new drugs 
tested, and is worthy of clinical trial. A. 7. Macqueen 


1807. Experimental and Clinical Study of the Action of 
Paraldehyde on the Central Nervous System and Especially 
of its Anticonvulsant Effect. (Estudio experimental y 
clinico de la accién del paraldehido ‘sobre el sistema 
nervioso y especialmente de su efecto anticonvulsivante) 
F. J. De Erio, P. G. De JALON, and S. OBRADOR. Revista 
Clinica Espafiola {Rev. clin. 30, 289-295, Sept. 15, 
1948. 13 figs., 6 refs. 


The need for a safe and efficient drug to control rapidly 
convulsive attacks due to the stimulation of cerebral 
motor areas, particularly during neurosurgical operations, 
led the authors to investigate the.effect of paraldehyde. 
Injected intravenously in small doses (1 to 3 ml.) it 
produces an intense cough due to its partial elimination 
by the bronchial mucosa; when the dose is increased to 
6 ml., the narcotic effect begins to appear and becomes 
complete after injection of 9 to 12 ml., while the cough 
reflex is abolished. Experiments on cats and, rabbits 
showed that: (1) 0-05 ml. of paraldehyde per kilo body 
weight does not modify the cortical activity as reflected in 
the electroencephalogram; (2) 0-1 ml. per kilo decreases 
this activity for 20 to 30 minutes; (3) 1-5 ml. and higher 
doses abolish it; (4) convulsive attacks produced by 300 
mg. of “ cardiazol” (leptazol) are arrested within 20 
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seconds by an injection of 0-1 ml. of paraldehyde per kilo; 
re-injection of the same amount of cardiazol fails to 
reproduce the convulsions; (5) a prophylactic injection 
of 0:05 to 0-1 ml. per kilo raises considerably the threshold 
at which convulsions can be produced experimentally ; 
(6) in decerebrate animals convulsions provoked by 
strychnine were also arrested by paraldehyde, although 
higher doses of the latter were required; (7) perfusion by 
a paraldehyde solution of proximally divided and 
electrically stimulated nervous ganglia and trunks 
caused a decrease in contractions of the corresponding 
muscles. 

Clinical application of these experimental findings 
yielded satisfactory results. An intravenous injection of 
2 ml. of paraldehyde arrested convulsions in a case of 
post-traumatic epilepsy, permitting subsequent neuro- 
surgical removal of a cortical scar. In other patients 
convulsions occurring during operation upon the motor 
area of the brain were immediately arrested by 3 ml. of 
paraldehyde. The drug was also tried on patients given. 
electric convulsion therapy; as expected, it raised the 
threshold of stimulation. The anticonvulsant dose 
recommended is 0-05 to 0-1 ml. per kilo body weight. 

A. Lilker 


[This article by De Elio, De Jalén, and Obrador has 
also appeared in J. Neurol. Neurosurg. Psychiat., 1949, 
12, 19.—EpiTor.] 


1808. Studies on Hydrocarbon-Epinephrine Induced 


Ventricular Fibrillation 

S. GARB and M. B. CHENOWETH. Journal of Pharma- 
cology and Experimental Therapeutics [J. Pharmacol.] 94, 
12-18, Sept., 1948. 2 figs., 11 refs. 


This study was undertaken to obtain further informa- 
tion about the mechanism by which the combined action 
of certain hydrocarbons and sympathomimetic amines 
produces ventricular fibrillation during anaesthesia. 
The comparative effect of hydrocarbons and non- 
hydrocarbons on the irritability of heart muscle was 
investigated in isolated papillary muscle preparations. 
It was found that chloroform and benzene greatly in- 
creased the threshold of irritability, whereas ether, 
alcohol, and acetone were much less active. All these 
substances depressed the contractility of cardiac muscle 
in proportion to the degree of decreased irritability. In 
no instance did a spontaneous rhythm develop. The 
“relation of drugs affecting the sympathetic nervous 
system to the initiation of fibrillation ’’ was investigated 
on cats anaesthetized with allobarbitone-urethane, 
0-7 ml. per kilo; the trachea was cannulated, the carotid 
blood pressure was recorded, and an electrocardiogram 
(lead Il) taken. Petroleum ether was used and the 
following amines investigated: adrenaline hydrochloride, 
nor-adrenaline hydrochloride, N-isopropyl adrenaline 
hydrochloride, and N : N-dibenzyl-8-chloroethylamine 
hydrochloride (“‘ dibenamine”’). The response of each 
cat to the intravenous injection of 30 yg. per kilo of the 
amine to be tested was established; ventricular fibrilla- 
tion never occurred. Subsequently 0-1 ml. per kilo of 
petroleum ether was administered intratracheally and the 
response established. After an interval of at least 15 

M—2M 


minutes another 0-1-ml. per kilo of petroleum ether was 
administered, followed in 30 seconds by an intravenous 
injection of 30 yg. per kilo of the amine to be tested. If 
necessary the test was repeated and a third test with 
0-2 ml. per kilo of petroleum ether and 60 yg. per kilo 
of amine carried out. It was found that the excitatory 
actions of adrenaline are responsible for the development 
of ventricular fibrillation. mor-Adrenaline is probably 
equal to adrenaline, whereas N-isopropyl adrenaline, 
which is purely inhibitory, did not initiate ventricular 
fibrillation, though it gave rise to other arrhythmias. 
Previous administration of 3 mg. per kilo of dibenamine 
(10 cats), while not altering the vasopressor effect of 
adrenaline, reduced from 90% to 20% the incidence of 
ventricular fibrillation after adrenaline during petroleum 
ether inhalation. A. Schott 


1809. Comparison of Ouabain with Strophanthidin- 
3-Acetate by Intravenous Injection in Man 

H. Gotp, W. Mope.t, N. T. Kwit, S. J. SHANE, C. 
Dayrit, M. L. Kramer, W. ZAHM, and H. L. Orrto. 
Journal of Pharmacology and Experimental Therapeutics 
[J. Pharmacol.] 94, 39-43, Sept., 1948. 2 figs., 2 refs. 


The effect on the ventricular rate of 5 cat units of 

strophanthidin-3-acetate (acétyl-strophanthidin) was - 
compared with that of the same dose of ouabain in 14 
patients with auricular fibrillation (2 equal groups of 7 
patients, each receiving both drugs after an adequate 
interval). The cat-unit value of ouabain was taken as 
0-1 mg. per kilo, and of acetyl-strophanthidin as 0-2 mg. 
per kilo. It was found that the effect of acetyl-strophan- 
thidin developed to a maximum after 10 to 15 minutes 
and wore off in about 4 hours, whereas in the case of 
ouabain the effect took about an hour to develop and 36 
hours to disappear. Acetyl-strophanthidin exerts a more 
rapid action than any digitalis preparation commonly 
used; it therefore lends itself to the treatment of very 
urgent cases of congestive heart failure with auricular 
‘fibrillation and to that of paroxysmal auricular tachy- 
cardia and flutter. Its rapid elimination renders its 
administration more safe than that of digitalis prepara- 
tions with slower elimination. The intravenous injec- 


‘tion of 0-5 mg., followed by 0-25 mg. in 10 minutes, and 


the latter repeated at intervals of 10 minutes until the 
therapeutic objective is reached or minor toxic effects 
occur, is a tentative plan of dosage. A. Schott 


1810. Studies on Purified Digitalis Glycosides. VI. 
Thevetin, a Glycoside with Unusual Speed of Action in 
Man 

W. MopeLL, N. T. Kwit, C. Dayrit, S. J. SHANE, W. 
ZAHM, M. L. Kramer, and H. Goip. Journal of 
Pharmacology and Experimental Therapeutics [J. Pharma- 
col.] 94, 44-52, Sept., 1948. 9 figs., 14 refs. 


The effect of thevetin on the ventricular rate was 
investigated in 8 patients with auricular fibrillation 
and congestive heart failure (2 of moderate and 6 of 
advanced degree). In all, 15 courses of digitalis admini- 
stration were carried out—9 by intravenous injection and 
6 orally. The single intravenous doses were 3, 4, and 6 
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cat units; single oral doses, 10, 12, 20, and 30 cat units. 
When given intravenously the drug has a very rapid 
effect, maximum slowing taking place after about 6 
minutes and passing off within 2 to 3 hours. The drug 
is slowly and irregularly absorbed from the gastro- 
intestinal tract, and larger doses are likely to produce 
diarrhoea by local action. Diarrhoea is more, and 
vomiting less, frequent than with digitalis leaf. The 
extremely rapid action and elimination of the drug when 
given intravenously suggest possible advantages in its 
use in the treatment of critical acute heart failure with 
pulmonary oedema, in which rapid and safe administra- 
tion of digitalis may be decisive. Thevetigenin differs 
from digitoxigenin only in the steric arrangement of the 
OH group of C3. A. Schott 


1811. A Study of the Pharmacological Relationship 
between Digitoxin and Histamine 

A. SJOERDSMA and E. Kun. Journal of Pharmacology 
and Experimental Therapeutics [J. Pharmacol.] 94, 
53-59, Sept., 1948. 3 figs., 7 refs. 


In a previous study it had been established that 
digitoxin decreased the histamine output of isolated 
hearts of rabbits and cats (Proc. Soc. exp. Biol., N.Y., 
1948, 67, 144). The present study was undertaken to 
clarify the pharmacological relationship between the two 
drugs. In 7 rabbits it was found that 1 mg. of digitoxin 
per kilo lowered the blood histamine level as deter- 
mined by the method of Barsoum and Gaddum. The 
effect of small amounts of histamine on the toxicity of 
digitoxin was investigated in isolated hearts of rabbits, 
cats, guinea-pigs, and rats. It was found that histamine 
dihydrochloride (1 in 1,000,000) greatly potentiated the 
lethal effect of digitoxin (1 in 40,000), except in the rat’s 
heart, which proved to be very resistant to digitoxin even 
with the addition of histamine. The effect of histamine 
on the coronary outflow of isolated hearts is discussed. 
In joint toxicity studies on guinea-pigs it was found that 
digitoxin and histamine acted synergistically in causing 
the death of the animals, the toxicity of mixtures of the 
drugs (in various proportions) being higher than could be 
accounted for by an independent action of the two drugs. 

A. Schott 


1812. Preliminary Clinical Investigation of Tetraethyl- 
ammonium Chloride with Particular Reference to Dis- 


orders of the Circulatory System 


P. A. SHea, P. E. DuUNKLEE, M. J. Tinney, and W. W. 
Woops. California Medicine {Calif. Med.] 69, 193-196, 
Sept., 1948. 3 refs. 


Forty-four patients with coronary artery disease and 
various peripheral vascular were treated with 
tetraethylammonium chloride. This drug has been 
shown to block the transmission of impulses in both 
sympathetic and parasympathetic autonomic ganglia. 

One to 5 ml. (0-1 to 0-5 g.) of a 10% solution of tetra- 
ethylammonium chloride was given in 30 to 60 seconds 
once daily (in one case 4-hourly for 48 hours) and 
maximal effects are obtained by intravenous injection of 
1 ml. (0-1 g.) but larger doses have a more prolonged 


effect. Gastro-intestinal absorption is poor, and oral 
administration is useless even with huge doses. Intra. 
muscular and intravenous injections have similar effects, 
Renal function is not affected by alteration in circulation | 
and nearly all of the drug is excreted by the kidney in 
24 hours. The following were recorded: pulse rate and 
blood pressure at one-minute intervals, skin temperature 
before and after injection, electrocardiogram before and 
after injection in cases of coronary artery disease, and 
oscillometric values. Subjective sensations were noted. 
In 7 cases of acute coronary occlusion there was com- 
plete relief of pain in 60 to 90 seconds. _ [It is to be noted 
that the fall in blood pressure in myocardial infarction 
may be marked, and the authors’ observations of a 
patient whose systolic pressure dropped from 220 to @ 
mm. Hg are an indication of the possible dangers of . 
drug in myocardial infarction and coronary 
sufficiency. Any sudden additional fall in blood oa 
sure may initiate infarction and cause an increase in the 
infarcted area.]’ In 3 cases of Buerger’s disease response 
was good and patients could walk further without pain. 
Treatment of arteriosclerotic arterial disease gave the 
disappointing results one would expect from the patho- 
logy of the condition. In 2 cases of bronchial asthma 
there was no significant improvement. The drug was 
also tried as a possible test in cases of hypertension for 
which sympathectomy was planned; there seems to bea 
definite indication for extensive investigation of this use. 
J. M. Anderson 


1813. The Effect on Gastric Secretion of Different Rates 
of Histamine Infusion and of “ Neoantergan ”’ 

D. R. Woop. British Journal of Pharmacology and 
Chemotherapy [Brit. J. Pharmacol.] 3, 231-236, Sept., 
1948. 5 figs., 20 refs. 


In cats anaesthetized with pentobarbitone, intravenous 
infusion of 2 to 3 yg. of histamine per kilo per minute 
gave a submaximal continuous secretion of gastric juice 
which became steady after 30 t6 90 minutes. With 
infusion of 4 yg. per kilo per minute the secretion was 
maximal in most cats. Addition of “‘ neoantergan”’ to 
the infusion fluid caused either no change or a small 
increase in the gastric juice secreted. V. J. Woolley 


1814. The Action of Substances which Antagoniz 
Acetylcholine on the Body Temperature of Mice, Before 
and After Adrenalectomy 

N. K. Dutra. British Journal of Pharmacology and 
Chemotherapy [Brit. J. Pharmacol.] 3, 246-250, _ Sept., 
1948. 7 figs., 12 refs. 


The rectal temperatures of mice were continuously 
recorded by a thermocouple. Subcutaneous injections 
of procaine, atropine, and pethidine, and intraperi- 
toneal injections of “ benadryl” and quinidine, all 
caused falls of temperature which were very slight for ' 
atropine and quinidine, but after adrenalectomy this 
effect on the temperature was greatly enhanced. If 
the dose of pethidine was increased from 30 to 100 mg. 
per kilo a rise of temperature was produced in place of a 
fall in intact mice, but a large fall (4°C.) in mice subjected 
to adrenalectomy. V. J. Woolley 
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1815. The Influence of Potassium and Calcium Ions on 


the Action of Procaine 


H. J. Ben. British Journal of Pharmacology and 
Chemotherapy [Brit. J. Pharmacol.] 3, 251-253, Sept., 
1948. 1 fig., 8 refs. 


The isolated auricle of the rabbit is suspended in a bath 
and its contractions are recorded. The presence of pro- 
caine in a concentration of 3 to 20 parts per million pro- 
longed the refractory period, measured by electrical 
stimulation, by 13 to 34%. If the potassium concentra- 
tion of the bath had been increased by half, and time 
allowed for the refractory period to become stabilized, 
the effect of added procaine was about doubled. Halving 
the calcium concentration had the same result. Halving 
of the potassium or a six-fold increase in calcium 
concentration produced comparable shortening of the 
refractory period. The effect on the refractory period 
depends more on the absolute concentration of potassium 
than on the potassium-calcium ratio. V. J. Woolley 


1816. The Change in Pharmacological Action Produced 
by the Introduction of a Methyl Group into Priscol 

C. W. Gowpey. British Journal of Pharmacology and 
Chemotherapy (Brit. J. Pharmacol.] 3, 254-262, Sept., 
1948. 13 figs., 14 refs. 


“ Priscol ’” (2-benzylimidazoline) reverses the action of 
moderate doses of adrenaline on blood pressure, arterial 
calibre, and intestinal muscle, but does not modify the 
effect of sufficiently large doses (0-1 mg. in the cat). 
Alone it causes some vasodilatation but stimulates the 
isolated heart, with lengthening of the refractory period. 
It stimulates gastric secretion, and has a nicotine-like 
action on striated muscle and the superior cervical 
ganglion. Its N-methyl derivative has no effect on 
adrenaline actions on vessels or intestine; it stimulates 
the isolated heart but does not affect the refractory 
period, and has no action on gastric secretion. It acts 
like priscol on striated muscle and ganglia. When 
injected into the splenic vein it enhances the pressor effect 
of adrenaline, differing in this respect from priscol. 

V. J. Woolley 


1817. “* Lyspamin’’ and Some New Derivatives of 
Nicotinic Acid. (Ueber Lyspamin und einige weitere, 
neue AbkOmmlinge der Nikotinsdure) 

H. Suter. Schweizerische Medizinische Wochenschrift 
[Schweiz. med. Wschr.] 78, 853-855, Sept. 4, 1948. 39 
refs. 


The preparation of a new spasmolytic, nicotinylamino- 
1:2-diphenylethane (C 1065), is described. It has the 
structural formula 


and is marketed under the trade name “ lyspamin’’. 
This compound and analogous derivatives can be pre- 


pared by three methods: (a) by the fusion of pyridine- 
3-carbonic acid with the corresponding amine; (b) by 
the reaction of nicotinic acid chloride and the corre- 
sponding base in benzene and the removal of hydro- 
chloric acid; or (c) by the reaction of nicotinic acid with 
the amine in xylol or cumene in an esterification appara- 
tus. The compounds are sparingly soluble in water and 
can be crystallized from ethyl alcohol. R. Wien 


1818. On the Mechanism of the Convulsant Action of 
Strychnine; the Lack of Atropine Antagonism — 


_W. C. Wescoe and R. E. Green. Journal of Pharma- 


cology and Experimental Therapeutics [J. Pharmacol.] 
94, 78-84, Sept., 1948. 3 figs., 9 refs. 


Potentials were recorded from two electrodes on the 
frontal lobes and two on the lumbar cord in cats. Injec- 
tions of diisopropyl fluorophosphate and of strychnine 
both caused pronounced electrical activity in animals 
which had been given injections of curare. This activity 
was abolished by atropine in the case of the fluoro- 
phosphate but not in that of strychnine. It is concluded 
that strychnine convulsions are not due to any anti- 
cholinesterase action of strychnine, as has been sugges- 
ted by Nachmansohn. The frequency of discharges 
during the convulsions is about 28 per second, but they 
are much less regular and sustained in decerebrate 
animals. V. J. Woolley 


1819. Absorption and Biological Inactivation of the New 
Anticoagulant, “ Tromexan (Uber Resorption und 
biologische Inaktivierung des neuen Antithromboticums 
Tromexan) 

R. Putver and K. N. v. KAuLLa. Schweizerische 
Medizinische Wochenschrift (Schweiz. med. Wschr.] 
78, 956-959, Oct. 2, 1948. 2 figs., 9 refs. 


A new anticoagulant called “‘ tromexan ”’ is described. 
Like dicoumarol it is a coumarin derivative, 4 : 4’- 
dihydroxydicoumarinyl-ethyl acetate, and the 
following structural formula: 


_ In contrast to dicoumarol it is quickly excreted and its 
action is limited on account of its metabolism in the body. 
A considerable amount of a metabolic product can be 
isolated in the urine; this metabolic product has little 
toxicity and also little effect in lowering the prothrombin 
level. In order to determine the fate of tromexan in the 
body a method was worked out for its quantitative 
estimation in the serum and urine. It was found that the 
compound can be coupled with diazotized p-nitroaniline 
at pH 6 to form a yellow dye, and this reaction forms the 
basis of the test. It was necessary to separate the com- 
pound from protein by repeated shaking out with excess 
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ether from acidified serum, since the usual protein 
precipitants led to low recoveries. The dye was insoluble 
in water and acids, but could easily be extracted in ben- 
zene for colorimetric estimation. The addition of 
bilirubin had no effect and 1% of haemoglobin caused 
only a slight increase in the light-absorption values. 
Concentrations of from 2 to 20 mg. per 100 ml. could be 
determined with an error of +15%. The method can be 
applied to dicoumarol and other coumarin derivatives 
when standard curves are used in each case. By this 
reaction metabolic products of tromexan are also 
determined so that results include inactive forms of the 
compound. 

In animal experiments rabbits weighing between 1-8 
and 2-3 kg. were used, and dicoumarol and tromexan 
were given orally by stomach tube in a dose of 50 mg. 
perkg. Tromexan was better tolerated than dicoumarol; 
all 4 rabbits given tromexan survived, but 3 of the 4 given 
dicoumarol died after 5 days. Tromexan was more 
quickly absorbed, although the average maximal blood 
concentration was less, being 9-7 mg. per 100 ml. 
against 13-3 mg. per 100 ml. for dicoumarol. After 
3 days the level of tromexan in blood had fallen to zero, 
whereas with dicoumarol, there was still a concentration 
of about 7 mg. per 100 ml., and even after 7 days small 
amounts of dicoumarol were still detectable in the blood. 
The rate of elimination was also studied in 4 patients 
given a daily dose of 900 mg., equivalent to 11 to 18 mg. 
per kg. The compound was very quickly absorbed and 
quickly eliminated; maximal values of 11 to 18 mg. per 
100 ml. were obtained after 3 to 6 hours, and after 9 
hours the concentrations in the plasma had fallen to 2 to 4 
mg. per 100 ml. After 24 hours none of the compound 
was detectable in the blood. 

The inactivation or detoxification and speedy elimina- 
tion were investigated in rabbits. From the urine of 
rabbits given orally 0-5 g. of the compound per kg. 
two metabolic products were isolated, tromexan acids A 
and B, with empirical formulae Cy9H,40, and C,9H,,0, 
respectively. After 5 days, when a total amount of 
9-22 g. had been administered, 1-37 g. of tromexan was 
recovered, 3-644 g. of tromexan acid A and 0-075 g. of 
tromexan acid B. After the first 2 days the proportion of 
tromexan to tromexan acid A was | : 2, after 3 days 
1 : 6, and after 4 days only the metabolic products were 
obtained. The metabolic products do not lower 
prothrombin levels. R. Wien 


. 1820. Experimentally Induced Changes in the Pro- 


thrombin Level of the Blood. IV. The Relation of 
Vitamin K Deficiency to the Intensity of Dicumarol Action 
and to the Effect of Excess Vitamin A Intake; with a 
Simplified Method for Vitamin K Assay 

A. J. Quick and M. STEFANINI. Journal of Biological 
Chemistry [J. biol. Chem.] 175, 945-952, Sept., 1948. 
1 fig., 14 refs. 


A mixture of brewers’ yeast, casein, and ground rice 
with small added quantities of salts and cod-liver oil was 
fed to newly hatched chicks. This diet maintained 
growth and produced a high degree of hypoprothrombi- 
naemia in 10 days. The relative potency of menadione 


(2-methyl-1 : 4-naphthoquinone) and natural vitamin K 
was assessed by Quick’s one-stage method for deter. 
mining prothrombin time. Minimal daily amounts of 
these substances required to maintain a normal pro. 
thrombin level in the first 10 days of life of these chicks 
were found to be just over 1-5 and 2 pg. respectively. | It 
is considered that the body utilizes the methylnaphtho. 
quinone radical of the molecule and that the above-noted 
difference is related to the difference in molecular weights, 
A constant rate of recovery of prothrombin activity 
over 4 hours was noted after a minimal dose of 5 yg. of 
menadione. The rate was unaffected by increase of the 
dose above this level. It was deduced that the pro- 
thrombin in 1 ml. of blood probably requires | jg. of 
methylnaphthoquinone radical. -The antagonistic actions 
of dicoumarol and vitamin K were confirmed on these 
animals. The prothrombin-lowering effect of large 
doses of vitamin A in rats described by other authors was 
not present in these chicks. J. Maclean Smith 


1821. Purified Liver Extract; Chemical Nature as 
Determined by Paper Partition Chromatography 

G. H. TisHKorFr, A. ZAFFARONI, and H. TesLuK.- Journal 
of Biological Chemistry [J. biol. Chem.] 175, 857-862, 
Sept., 1948. 2 figs., 8 refs. 


A purified liver extract of high anti-pernicious-anaemia 
potency was analysed by two-dimensional chromato- 
graphy, highly purified phenol and a collidine-—lutidine 
mixture being used as solvents. Analysis was carried 
out in the Department of Pathology and Biochemistry of 
the University of Rochester. Amino-acids were identified 
by comparison with a reference chromatogram. Leucine, 
phenylalanine, valine, and tyrosine were the principal 
amino-acids found. Riboflavin was present, but folic 
acid, its conjugate, and xanthopterin were not found. A 
large increase in amino-acids was noted after acid hydro- 
lysis; this was considered to indicate the presence of at 
least one compound of polypeptide nature. Fractiona- 
tion of the liver extract by paper chromatography gave 
a good approximation of the amino-acid composition 
of the peptide substance. Leucine, glycine, alanine, 
aspartic acid, valine, and proline were found in high 
concentration. J. Maclean Smith 
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1822. Inactivation of Complement by Nitrogen Mustard 
W. M. WATKINS and A. WorMALL. Nature [Nature, 
Lond.) 162, 535-536, Oct. 2, 1948. 14 refs. 


The authors, working at St. Bartholomew’s Hospital, 
in attempts to gather information on the action of 
nitrogen mustards on animal tissue and the basis of their 
therapeutic effects, have studied the effect of methyl-bis 
(B-chloroethyl) amine on complement and have found 
that the latter is rapidly destroyed or inactivated by the 
vesicant. The inactivation is similar to that effected by 
“ordinary mustard gas’’, the amount required is small 
and the inactivation is not due to liberation of hydro- 
chloric acid by hydrolysis, but the degree of inactivation 
appears to be directly proportional to the amount of 


of the 
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vesicant and to time of contact. The inactivation 
concerns all 4 components of complement but the 
fourth (inactivated by ammonia) is affected least. The 
chemical products formed by hydrolysis of the vesicant 
have little or no action on the guinea-pig complement 
used. The amounts of nitrogen mustard used are much 
greater than those likely to be present after therapeutic 
administration in Hodgkin’s disease, but it is possible 
that the smaller therapeutic doses, administered over 
several days, may reduce the complement titre of the 
patients’ blood. Malcolm ess 


1823. Carbamates in the Chemotherapy of Leukemia. 
Il. The Relationship between Chemical Structure, Leuko- 
penic Action, and Acute Toxicity of a Group of Urethan 


Derivatives 


H. F. Skipper, C. E. BRYAN, W. H. Riser, M. WELTY, 
and A. STELZENMULLER. Journal of the National Cancer 
Institute (J. nat. Cancer Inst.) 9, 77-78, Oct., 1948. 
4 refs. 


The leucopenic action of urethane (ethyl carbamate), 
together with its growth-inhibitory effect on animal 
tumours, led to a study of its action in clinical leukaemia 
and other lymphadenopathies. In the present work 
many chemical variants of urethane have been studied 
with the hope of discovering whether molecular modifica- 
tions could be correlated with leucopenic activity and 
thus provide more potent antileukaemic compounds. 

The authors investigated 27 urethane deriva- 
tives; NH,.CO.OC,H, (urethane) has been modified 
by substitution in three positions giving compounds 
types NH,.COOR, RNH.CO.OC,H,, 
R,R,N.CO.OC,H;, or R.NH.CSOC,H;, in which R 
represents various simple organic radicals. The toxicity 
of the substances was tested on Carworth Farms CFW 
strain mice by parenteral administration in isotonic 
saline, 10°, gum acacia, propylene glycol, or peanut oil. 
In the haematological studies groups of mice received a 
single injection at the LD 50 level or one-half of this, and 
blood counts were made at 2 and 4 or at 4 and 7 days 
afterwards. Full details of the toxicity, haematological 
effects, and anaesthetic action of each of these compounds 
are given in six tables. 

Propyl and butyl carbamates, and compounds of the 
type R,R,N.CO.OC,H; or RNH.CS.OC,H;, proved 
more toxic than urethane itself. Three variations of the 


ester group of urethane were accompanied by a lessening . 


or negation of the leucopenic action of the molecule, but 
several N-substituted carbamates were found to have 
pronounced leucopenic activity in non-lethal doses. 
The latter included ethyl N,N-dibutylcarbamate, ethyl 
N,N-dipropylcarbamate, ethyl N,N-bis-(8-chloroethy]l)- 
carbamate, ethyl N-methylcarbamate, N-carbethoxy- 
morpholine, ethyl N-hydroxyethylcarbamate, ethyl N- 
n-propylcarbamate, ethyl N-phenylthioncarbamate, and 
ethyl N-ethylthioncarbamate. Potassium cyanate—a 
possible degradation product of urethane—showed no 
leucopenic activity. 

Only ethyl carbamate (urethane) caused a significant 
reversal of the differential leucocyte picture at two 
days after injection—the proportion of non-granular 


leucocytes falling from. 85 to 38% and of granular 
leucocytes rising from 15 to 62%. A less notable fall in 
the percentage of lymphocytes was found with ethyl 
N-phenylcarbamate and N-carbethoxymorpholine. 

H. G. Crabtree 
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1824. The Use of Penicillin G Procaine as a Repository 
Medication. A Preliminary Report 

W. CAMERON. Quarterly Bulletin of Northwestern 
University Medical School [Quart. Bull. Nthwest. Univ. 
med. Sch.} 22, 132-133, Summer, 1948. 5 refs. 


Particulate suspensions of procaine penicillin G in 
sesame oil are easily handled when the size distribution 


_ is in the range 5 to 10 ~ and when about half the par- 


ticles are of a size less than 50 x. One ml. of a suspen- 

sion containing 300,000 units was injected into the 

gluteal region of 10 patients with normal renal function. 

Blood samples were assayed for penicillin content by the 
Heilman modification of the slide cell technique for 

penicillin determination. In 7 out of 10 patients the 

concentration at the end of 24 hours was not less than. 
0-12 Oxford unit of penicillin per ml. of serum. 

H. M. Adam 


1825. Newer Repository Penicillin Products 

E. W. THomas, R. H. Lyons, M. J. RoMANsky, C. R. 
Rein, and D. K. KircHen. Journal of the American 
Medical Association [J: Amer. med. Ass.] 137, 1517- 
1519, Aug. 21, 1949. 1 fig., 1 ref. 


This joint report, which emanates from 6 centres of 
investigation, records an examination in man of the 
absorption-delaying effects of suspending penicillin 
salts in peanut oil “ gelled’’ by the water-repellent 
aluminium stearates. 

Assays were performed by 2 different methods in 4 
assay laboratories. Control blood samples were with- 
drawn before the injection; each patient then received 
300,000 units. Consecutive blood samples were taken 
and the results expressed as the percentages for all 
patients in whom the concentration of penicillin in the 
blood was 0-03 unit per ml. or above at 1 hour and at 
12, 24, 30, 36, 40, 48, 72, and 96 hours after administra- 
tion. The percentage of particles of each product with 
a diameter of 50 y varied from 50 to over 95. The salts 
examined were: (1) sodium penicillin G in peanut oil 
with 4-8% weight/volume (w/v) of white wax and with 2% 
(w/v) of aluminium monostearate; (2) procaine penicillin 
G in peanut oil, in peanut oil with 2% (w/v) of aluminium 
stearate (large particles), in peanut oil with 2% (w/v). 
aluminium monostearate (small particles); and (3) alumi- 
nium penicillin in peanut oil with 2% (w/v) aluminium 
monostearate. 

The absorption of all salts was delayed longer in the 
aluminium monostearate in peanut oil gel than in peanut | 
oil alone or peanut oil plus wax. An interesting result is 
that procaine penicillin in peanut oil gelled with 2% 
aluminium monostearate of small particle size gave a 
more prolonged effective blood level than did the same 
combination with large-sized particles of penicillin. No 
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instances of undue irritation or any other effects were 
observed with aluminium monostearate in peanut oil. 
Malcolm Woodbine 


1826. A New Vehicle for Parenteral Repository Penicillin 
Therapy 

N. Ercout, W. C. Hueper, L. LANpis, B. S. SCHWARTZ, 
and F. J. QuEALLY. Journal of the American Medical 
Association [J. Amer. med. Ass.] 138, 115-117, Sept. 11, 
1948. 3 figs., 12 refs. 


Evidence is produced to show that a mixture of potas- 
sium penicillin, adrenaline, and oil is not only easy to 
inject but prolongs the duration of effective levels of 
’ penicillin in the blood. Experiments were carried out on 
normal human volunteers. The dosage of penicillin 
ranged from 150,000 to 600,000 units and of adrenaline 
from 0:1 to 1 mg. For control estimations penicillin in 
isotonic saline or in beeswax-oil was used. In subjects 
receiving the saline solution (300,000 units) there was an 
initial high level, but this level rapidly fell, reaching zero 
by the seventh to eighth hour. With doses of between 
200,000 and 600,000 units of the penicillin—oil—adrenaline 
mixture, injected intramuscularly, there were effective 
concentrations in the blood from 12 to 18 hours after the 
injection. A dose of 150,000 units of penicillin’ with 
0-15 mg. of adrenaline, injected subcutaneously, produced 
in some patients a demonstrable level 15 hours after the 
injection. Serial estimations of the blood pressure at 
periods up to 21 hours after injection showed that the 
vasoconstrictor substance had exerted no significant 
effect. T. Anderson 


1827. Renal Tubular Excretory Capacity for Penicillin 
in Health and in Subacute Bacterial Endocarditis 

S. Bryner, W. H. Ciark, E. RANDALL, and L. A. 
RANTZ. American Journal of Medicine [Amer. J. Med.] 
5, 202-209, Aug., 1948. 3 figs., 11 refs. 


Penicillin is rapidly excreted by the renal tubules 
without appreciable destruction in the bedy, the rate of 
clearance being approximately the same as that of 
“* diodrast ’’, also excreted by the tubules. With renal 
damage penicillin excretion is retarded and thus hid, 
sustained levels in the blood may be obtained with 
relatively small doses of the drug, with enhanced thera- 
peutic effect. The authors have studied the levels in 
serum, urinary excretion, and serum clearances of 
penicillin in normal individuals and in 4 patients with 
subacute endocarditis and one with tertiary syphilis. 
The rate of flow of urine did not affect the percentage of 
penicillin excreted; for normal males the maximum 
tubular capacity was about 3,000,000 units intravenously 
per hour, or 50,000 units per minute. While the 
clearance values of one patient with bacterial endocarditis 
were normal, those of 3 others and of the patient with 
syphilis were depressed, so that high serum levels were 
obtained. 

[This article is of interest in relation to recent work on 
the raising of penicillin blood levels by tubular blockade 
with caronamide (Harris et al., Lancet, 1949, 1, 99).] 

E. G. Sita-Lumsden 


1828. The Evaluation of an Effective Dosage of Carona- 
mide (4-Carboxyphenyl-methanesulfonanilide) for the 
Suppression of Tubular Excretion of Penicillin in Children 
F. B. CorNneAL, G. M. B. FELL, and 
T. F. McNair Scott. Journal of Clinical Investigation 
[J. clin. Invest.] 27, 829-634, Sept., 1948. 7 figs., 15 refs. 


The authors investigated the dose of caronamide 
required to suppress completely the tubular excretion of 
penicillin given intramuscularly. In 20 trials (12 patients) 
with doses of caronamide between 0-55 and 0-7 g. per 
kg. in 24 hours in children aged from 2 to 9 years, an 
average suppression of 91% of penicillin excretion was 
obtained. Failure in 3 trials was attributed to lack of 
absorption of caronamide from the gastro-intestinal 
tract. Suppression of tubular excretion led to main- 
tenance of effective blood levels of penicillin for 6 to 8 
hours after the administration of 10,000 units per kg. 
Toxic symptoms—anorexia, nausea, and vomiting— 
were encountered only with a higher dosage. Two severe 
sensitivity reactions were noted. [There is no record of 
the effect of caronamide on renal function.] 

R. N. Johnston 


1829. Effect of Oral Caronamide on Plasma Penicillin 
Levels Following Large Intramuscular Doses of Penicillin 
A. O. SEELER, H. S. CoLiins, and M. FINLAND. Ameri- 
can Journal of the Medical Sciences [Amer. J. med. 
Sci.] 216, 241-247, Sept., 1948. 1 fig., 21 refs. 


An attempt was made to slow down the excretion of 
penicillin by the administration of caronamide (4’- 
carboxyphenylmethanesulphonanilide) and in this way 
to obtain higher and better maintained penicillin levels in 
plasma. Penicillin concentrations were assayed on 
citrated plasma by the serial dilution method of Rammel- 
kamp (Proc. Soc. exp. Biol., N. Y., 1942, 51, 95) modified 
by the use of 0-5 ml. of the plasma dilutions. As it is 
recognized that excretion of penicillin is slower in older 
people two groups of patients were investigated: (1) 
7 patients over 60 years of age receiving 2 g. caronamide 
4-hourly; (2) 10 patients under 60 receiving 4 g. 4- 
hourly. The dose of caronamide was given in both 
groups for 12 hours before the intramuscular injection of 
1,000,000 units of penicillin G and was continued for 24 
hours thereafter. The subjects were all male convales- 
cent patients, none of whom was suffering from conges- 
tive heart failure or recognizable renal disease; all 
received ordinary hospital diet. 

In group (1) peak levels of penicillin in plasma were 
double those noted in control subjects given no carona- 
mide. This concentration was maintained at a high 
level, being after 6 hours 10-fold and after 12 hours 
20-fold that in control subjects. In group (2) patients 
the peak concentration was 3 times higher than in a 
control series, and after 8 hours penicillin concentration 
in plasma was still 0-4 unit, while the plasma of the 
control series contained little or no penicillin. 

Apart from slight nausea in 4 patients, with vomiting 
in 2 of them, and occasional slight reduction of Bene- 
dict’s solution by urine, no untoward effects were noted 
after caronamide administration. To evaluate the 
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effect of sodium benzoate in similar circumstances, the 
4 patients, 2 in each group, in whom penicillin levels 
in plasma had been highest with caronamide were given 
moderately large doses (up to 4-5 g. 2-hourly) of sodium 
benzoate. No significant rise in the level of penicillin 
in plasma was noted in these cases, although 3 patients 
complained of nausea. J. B. Wilson 


1830. Plasma Penicillin Levels after Oral Penicillin with 
and without Oral Caronamide 

H. S. Couuins, A. O. SEELER, and M. FINLAND. Ameri- 
can Journal of the Medical Sciences [Amer. J. med. Sci.] 
216, 248-257, Sept., 1948. 2 figs., 16 refs. 


An attempt was made to delay the tubular excretion of 
penicillin by the administration of caronamide. The 
penicillin (100,000 units) was buffered with 0-5 g. sodium 
citrate and given orally in tablet form 4-hourly for 4 days. 
For 24 hours between the second and third days carona- 
mide was given with the penicillin, also at 4-hour 
intervals. The patients were all convalescent males on 
an ordinary hospital diet and without evidence of con- 
gestive heart failure or renal disease such as might delay 
their excretion of penicillin. Group I consisted of 8 
patients under 60 years of age who received 4 g. carona- 
mide every 4 hours. Group II contained 9 patients over 
60 years of age given 2 g. caronamide every 4 hours. 
In group III, 7 patients over 60 years of age were given 
3 g. caronamide every 4 hours. In this latter group, 
opportunity was also taken to study the caronamide 
levels in plasma. 

Special note was made of the penicillin levels in plasma 
4 hours after injection—that is, at their lowest point. 
The authors conclude that the penicillin levels in plasma 
are increased while caronamide is being administered 
but that this increase is small and variable, the main 
controlling factors being age and state of renal function, 
factors which are shown to affect both penicillin and 
caronamide excretion. The caronamide excretion was 
slowest in those patients with a slight increase in non- 
protein nitrogen content in the blood. The detailed 
results show that the dosage of penicillin used alone could 
not be relied on to maintain an adequate penicillin level 
in plasma, but that with the addition of caronamide 
plasma penicillin levels of 0-03 unit per ml. could be 
maintained in group II. In groups I and III caronamide 
enhanced and prolonged the plasma concentrations after 
oral penicillin. J. B. Wilson 


1831. Effect of Caronamide on Blood-penicillin Concen- 
trations in Man 

R. B. HUNTER and W. M. Witson. Lancet [Lancet] 2, 
601-604, Oct. 16, 1948. 4 figs., 13 refs. 


Caronamide has been used to delay the excretion of 
penicillin and thus maintain therapeutic levels in the 
plasma. Though it inhibits the tubular excretory 
mechanism for penicillin, it is slowly eliminated from the 
body by glomerular filtration. It is absorbed when 
given orally. In animals its administration leads to no 
harmful effects, and on its withdrawal tubular function 
rapidly returns to normal. The patients investigated 
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were men aged 20 to 52, convalescent from acute infec- 
tions, in whom there was no renal impairment. They 
were given caronamide 3 g. 3-hourly for 24 hours before 
its effect on penicillin levels was determined; in some 
of the cases caronamide administration was continued 
longer. 

In 6 cases given repeated injections of penicillin 
(100,000 to 200,000 units 3-hourly) a bacteriostatic 
level after 3 hours of about 0-5 to 1-5 units per ml. was 
obtained with caronamide, compared with 0-05 to 1 unit 
without caronamide. A single intramuscular injection 
of penicillin was given in 10 cases (30,000 to 200,000 
units), and in 4 patients receiving 100,000 units a bacterio- 
static level of 0-03 unit per ml. was maintained for over 
7 hours when caronamide had previously been given, 
compared with 4 hours for penicillin alone. The phenol- 
sulphonephthalein test revealed a marked decrease in 
excretion of the dye, which, however, returned to normal 
24 hours from the withdrawal of caronamide. Similar 
results were obtained when penicillin was given by mouth 
(50,000 to 200,000 units). In 4 patients given 50,000 
units of calcium penicillin by mouth detectable levels 
were present in the blood for less than 2 hours, but after 
the administration of caronamide the levels were five times 
as high and the effect lasted for 4 hours. No toxic 
symptoms were observed in any of the 24 patients who 
received an average dose of 60 g. in 24 days, other than 
the appearance in the urine of a reducing substance 
which was thought to be a pentose and a product of 
disorganized cellular metabolism. For this reason and 
the fact that the drug interferes with tubular function, the 
authors consider that caronamide should be used with 
caution, and only in those cases in which it is important 
to maintain a high level of penicillin in the blood. 

R. Wien 


1832. Staphylococcus aureus: Drugfastness Studies with 
Penicillin and Sulfactin 

H. E. Morton and M. J. BARALT PEREZ. Proceedings 
of the Society for Experimental Biology and Medicine 
[Proc. Soc. exp. Biol., N.Y.] 69, 26-29, Oct., 1948. 
13 refs. 


The authors, working in the Department of Bacterio- 
logy of the University of Pennsylvania School of Medi- 
cine, have examined the resistance to penicillin and sul- 
factin acquired by Staphylococcus aureus, in order to 
elucidate whether acquired resistance to the one anti- 
biotic conferred resistance to the other. Sulfactin is a 
new antibiotic produced by an actinomyces (Junowicz- 
Kocholaty, Kocholaty, and Kelner, J. biol. Chem., 1947, 
168, 765) and in a description of its bacterial spectrum, 
toxicity, and therapeutic activity, Morton (Proc. Soc. 
exp. Biol., N.Y., 1947, 66, 345) obtained a favourable 
therapeutic ratio in mice infected with type I pneumo- 
cocci. 

. After 7 serial transfers of the Staph. aureus culture in 
bacto-nutrient broth containing serial 2-fold dilutions 


-of sulfactin there was growth in the presence of 10 yg., 


representing’ a 1,100-fold increase in resistance. Under 
similar conditions the resistance developed to penicillin 
was 32-fold. The acquisition of resistance to penicillin 
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or sulfactin was not accompanied by an increase in 
resistance to the other antibiotic. In a discussion of 
their results, the authors point out the value of using 
drug-fast strains of micro-organisms in the study of the 
new chemotherapeutic agents, the superior therapeutic 
results from the use of more than one chemotherapeutic 
agent in rotation, and the synergistic effect obtained with 
different chemotherapeutic agents. They also state 
that, although sulfactin is active against the same types of 
micro-organisms as penicillin, it nevertheless has a 
possible role in the field of chemotherapy. 
Malcolm Woodbine 


1833. The Antibacterial Activity of Some Synthetic 
Compounds Related to Penicillin 

G. BROWNLEE and M. Woopsine. British Journal of 
Pharmacology and Chemotherapy {Brit. J. Pharmacol.) 3, 
305-308, Dec., 1948. 9 refs. 


Some penicillamine, thiazolidine, oxazolone, glycine, 
and associated compounds have been examined for 
chemotherapeutic activity. The esters of penicillamine 
possess anti-bacterial activity in vitro, but their mode of 
action is not related to that of penicillin. They are 
inactivated in the presence of blood or serum, and 
evidence is presented which indicates that this may be due 
to hydrolysis. The more active compounds, when 
administered by the intraperitoneal route, were acutely 
toxic in small doses to mice. None of the compounds 
possesses chemotherapeutic value.—[Authors’ summary.] 


1834. Transplacental Passage of Penicillin. (Sur le 
passage de la pénicilline 4 travers le placenta) 
E. Grasset and E. EpLINGER. Schweizerische Zeit- 
schrift fiir--Pathologie und Bakteriologie {Schweiz. Z. 
Path. Bakt.] 11, 423-427, 1948. 1 fig., 5 refs. 


The authors investigated the passage of penicillin 
through the placenta into rabbit and guinea-pig foetuses 
to determine in particular whether a presumably syphilitic 
foetus can be treated with penicillin in utero. 

They administered 10,000 or 20,000 Oxford units to 10 
female rabbits and 26 female guinea-pigs during the 
second half of the gestation period. Blood samples 
were collected from the mother animal and the foetus— 
from the latter after a Caesarean section. The intervals 
between injection and taking of blood samples varied 
from 20 minutes to 4 hours. Blood levels of penicillin 
in the mother rise more rapidly, reach a higher level, and 
fall off much more rapidly than in the foetus. After 
44 hours the levels in both mother and foetus fall below 
the minimum required for a satisfactory titration. The 
ratio of the serum levels of penicillin in mother and foetus 
was 20:1 when 10,000 units were administered and 
30:1 after 20,000 units. 

The authors also found that towards the end of the 
gestation period penicillin levels in the amniotic fluid 
were lower than during the earlier stages of pregnancy. 

K. S. Zinnemann 


See also Section Infectious Diseases, Abstract 2170, 
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OTHER ANTIBIOTICS 


1835. Aureomycin. Experimental and Clinical Investiga- 
tions 

M. S. Bryer, E. B. SCHOENBACH, C. E. CHANDLER, E. A. 
Buss, and P. H. LoNG. Journal of the American Medical 
Association [J. Amer. med. Ass.] 138, 117-119, Sept. 11, 
1948. 


Aureomycin is an antibiotic derived from a strain of 
Streptomyces aureofaciens. It is soluble in distilled water 
to produce an acid solution. The material deteriorates 
rapidly in alkaline solution at room temperature. It 
possesses in vitro antibacterial activity against Strep. 
pyogenes, Strep. faecalis, pneumococci, staphylococci, 
Klebsiella pneumoniae, Haemophilus influenzae, Brucella 
abortus, and Br. suis. The action is probably bacterio- 
static. Toxicity studies in animals may be summarized 
as follows : 


The LD 50 on intravenous injection in mice is between | 


50 and 100 mg. per kilo body weight; by subcutaneous 

injection it lies between 3,000 and 4,000 mg. per kilo. 
[Animal experiments were performed but, as reported 

in the present paper, do not do more than suggest thera- 


. peutic effect, while the experiments in human beings were 


uncontrolled and not objective. This article is apparently 
an abstract of reports made before the New York 
Academy of Sciences on July 21, 1948. It seems a pity 
that such a sparse account should appear in the most 
widely read American medical journal.] 7. Anderson 


1836. Aureomycin: A New Antibiotic with Virucidal 
Properties. I. A Preliminary Report on Successful Treat- 
ment in Twenty-five Cases of Lymphogranuloma Venereum 
L. T. Wricut, M. SANDERS, M. A. LOGAN, A. PRiIGor, 
and L. M. Hitt. Journal of the American Medical 
Association [J. Amer. med. Ass.] 138, 408-412, Oct. 9, 
1948. 1 ref. 


Though claims have been made for the successful use 


-in lymphogranuloma venereum of various chemothera- 


peutic agents, it is possible that only secondary infections 
are affected by them and not the actual primary disease. 
The authors were supplied with a new antibiotic, called 
aureomycin, of which no details are given in the present 
paper but which, as they were informed, had been found 
very effective in mice infected intracerebrally with the 
virus of lymphogranuloma venereum. 

The 25 cases reported here fall into three groups: 
(1) 8 patients with buboes; (2) 3 with proctitis; and (3) 
14 with benign rectal strictures. In the first group, 
treatment consisted of a single daily intramuscular 
injection of 20 mg., with in 2 cases a single injection of 
20 mg. into the bubo. In all cases there was a reduction 
in size of the bubo after 4 days, and in the 3 in which 
elementary and initial bodies had been found these 
disappeared after about 9 days. For the second group 
of patients treatment was similar, the total doses being 
60, 200, and 220 mg. respectively. After 4 days 2 had 
lost all tenderness and discharge, and in the third rectal 
bleeding ceased after 8 days. No abnormalities in the 


mucosa were found in any on proctoscopic examination 
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at the end of treatment. One patient was readmitted 
after 17 days with recurrence or re-infection, which 
cleared up after 60 mg. of aureomycin had been given. 
Of the 14 patients in the third group, 5 had previously 
undergone colostomy for obstruction and one had a 
recto-vaginal fistula. Five had rectal tenderness, 7 
rectal discharge, and in 2 blood was found on the 
examining finger. In 12 the stricture was so pronounced 
that not even the tip of the finger could be inserted at the 
time of the patients’ admission to hospital. Treatment 
consisted of daily intramuscular injections of 10 or 20 mg. 
of aureomycin, with total doses ranging from 160 to 
1,000 mg. There was cessation of rectal discharge and 
rectal bleeding in almost all, and of tenderness in all 
cases. There was no change in the stricture in 11 out of 
the 14. 

Anaemia was observed in patients given aureomycin in 
a special diluent supplied with the drug. It was subse- 


’ quently very much less when isotonic sodium chloride was 


substituted as the diluent. The anaemia seems to have. 
been due to the special diluent only; it was prevented by 
administration of folic acid and iron. Unsuccessful 
attempts were made to detect aureomycin in the blood, 
but this is considered unimportant in view of the very 
small amounts employed. The authors regard their 
results as encouraging, and recommend further large- 
scale investigations of this antibiotic. 
Reginald St. A. Heathcote 


1837. In vitro Effect of Some Antibiotics—Penicillin, 
Streptomycin, Tyrothricin, Furacin—on the Development of 
Dermatomycetes. (Azione in vitro di alcuni antibiotici— 
penicillina, streptomycina, tirotricina, furazina—sullo 
sviluppo dei dermatomiceti) 

F. Serri. Farmaco [Farmaco] 3, 535-541, Sept.—Oct., 
1948. 13 refs. 


The author details some experiments carried out to 
determine the fungistatic activities in vitro of four anti- 
biotics—namely, penicillin G, streptomycin, tyrothricin, 
and furacin (a water-soluble product in glycerin-ether of 
5-nitro-2-furaldehyde semicarbazone). The dermato- 
mycetes used for the experiments were: Sporotrichum 
epigaeum, Trichophyton pedis, T. rosaceum, T. gypseum 
asteroides, and Achorion schoenleinii. 

To 9 ml. of a growth on a substrate of aqueous glucose 
peptone was added 1 ml. of the antibiotic in various 
Strengths in doubly distilled water. In some cases 
the activity was subsequently tested on Sabouraud- 
glucose and on Fildes—Lwoff synthetic medium [no 
further reference is made to these studies]. The results 
were observed after 7 and after 21 days. Protocols 


~ show the results with different concentrations at the 


times stated [but in the letterpress the results are stated 
to have been observed at earlier stages]. Penicillin was 


tested in dilutionS of from 100 to 4,000 Oxford units per 
ml., streptomycin in dilutions of from 1 in 100 to 1 in 
10,000, tyrothricin and furacin in dilutions of from 1 in 
1,000 to 1 in 32,000. 

The results may be summarized as follows: Sporo- 
trichum epigaeum and Trichophyton rosaceum are but 
little affected by the preparations tested. As regards the 
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former, furacin alone had any fungistatic action and then 
only in a dilution of 1 in 1,000 acting for 48 hours; 
tyrothricin and furacin each inhibited growth of T. 
rosaceum in a dilution of 1 in 1,000 acting for 24 hours. 
Neither penicillin nor streptomycin had any effect on 


_ either mould. These two antibiotics were disappointing 


in the case of the other mycetes. Oni T. pedis, penicillin 
in a concentration of 4,000 units per ml. had an inhibitory 
action in 48 hours; streptomycin had no effect. Neither 
inhibited 7. gypseum asteroides in any of the concentra- 
tions tested, while on A. schoenleinii streptomycin, 1 in 
100, inhibited growth in 24 hours, whereas penicillin had 
no effect. 

Tyrothricin and furacin were stronger, but they, too, 
acted only in fairly concentrated solutions. Sporo- 
trichum epigaeum and T. rosaceum have already been 
referred to. Both preparations inhibited growth of 
T. pedis in a dilution of 1 in 1,000 in 24 hours. Tyro- 
thricin inhibited 7. gypseum asteroides in the same 
dilution in 24 hours, furacin in 48 hours; A. schoenleinii 
was inhibited by 1 in 1,000 furacin after 24 hours’ contact; 
tyrothricin was a little more powerful, inhibiting in 24 
hours at 1 in 1,000, but at 1 in 8,000 in 48 hours. 

H. Harold Scott 


See also Section Dermatology, Abstract 2098. 


SULPHONAMIDES 


1838. Effect of Urea on Bactericidal Action of Sulfona- 
mide Drugs. Report of Five Cases of Bacterial Meningitis 


_A. A. LA Lonpe and W. J. GARDNER. Journal of the 


American Medical Association [J. Amer. med. Ass.] 
138, 406-408, Oct. 9, 1948. 1 fig., 12 refs. 


Bacterial resistance to the sulphonamides is becoming 
of more and more importance, and any substance 
which can nullify this property may be of considerable 
value. Since 1942 it has been known that urea can 
enhance, in vitro, the activity of sulphonamides against 
organisms which are naturally resistant to them. Three 
clinical studies are quoted in which urea was used success- 
fully to increase the antibacterial action of sulphonamides 
against organisms which had resisted the effects of the 
latter alone or with penicillin. 

The first of the authors’ own cases was one of menin- 
gitis due to Bacterium faecalis alkaligenes in a man of 43. 
Penicillin and sulphonamides were without avail, and 
streptomycin had to be discontinued owing to the pain 
which it caused. The patient was then given urea 30 g. 
3-hourly, penicillin 30,000 units 3-hourly, and sulpha- 
diazine 2 g. 4-hourly. The cerebrospinal fluid was 
sterile in 4 days, and the patient was discharged after 
15 days’ treatment. 

The second case was in a man of 53 who had a menin- 
gitis due to Friedlander’s bacillus. Penicillin failed to 
control the condition. Urea 30 g. 3-hourly, and sulpha- 
diazine 1 g. 4-hourly, were then given; the cerebrospinal 
fluid was sterile on the ninth day, when the treatment was _ 
stopped. There was no relapse. 

The third case, in a man of 31, was of meningitis 
following a compound fracture of the skull. The 
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patient was given prophylactic penicillin and sulpha- 


diazine, but on the eighth day Bacterium coli was found ~ 


in the cerebrospinal fluid. The penicillin was stopped, 
and urea administered in addition to the sulphadiazine. 
Eight injections of streptomycin were given intra- 
thecally, but as they caused severe pain the injections 
were discontinued. The cerebrospinal fluid was sterile 
on the fifth day and treatment was stopped on the 
fifteenth. 

In the fourth case, in a boy of 6 months, there seems 
some doubt as to whether the infecting agent was a 
pneumococcus or a staphylococcus. The baby was 
given urea 0-5 g., and sulphadiazine 0-25 g., through a 
stomach tube. On the fifth day the cerebrospinal fluid 
was sterile, and treatment was stopped a week later. 

The fifth case, in a girl of 5 months, was one of menin- 
gitis due to Bact. coli, discovered on the sixteenth day. 
Penicillin had been given without effect, and was stopped 
after 15 days. Urea and sulphadiazine, 0-5 and 0-2 g. 
respectively, were given 3-hourly by stomach tube, 
starting on the twenty-second day. Nine days later the 
cerebrospinal fluid was sterile. 

Failure of treatment with urea and sulphonamides in a 
case of tuberculous meningitis and in another due to 
torula infection is also reported. 

The authors claim that, as the administration of urea 
with sulphonamides is safe, simple, and effective, it should 
be given a trial before streptomycin is employed. 

Reginald St. A. Heathcote 


1839. Effect of Sulfamethazine on’ the Testes and 
Accessory Glands of Normal and Hypophysectomized 
Rats 

S. Y. P’aAN. Proceedings of the Society for Experimental 
Biology and Medicine [Proc. Soc. exp. Biol., N.Y.] 68, 
488-492, July—Aug., 1948. 6 figs., 5 refs. 


This investigation is based on certain observations 
previously made by Asplin and Boyland (Brit. J. Pharma- 
col., 1947, 2, 79), who found that sulphamezathine, 
which is a useful drug for the treatment of caecal cocci- 
diosis in chickens, has certain undesirable toxic effects. 
These include a hyperplastic action on the testes of young 
cockerels, accompanied by growth of the comb and 
wattles and precocious sexual development. In rats 
hyperplasia of the testes was produced in young but not in 
adult animals. In experiments on 20 young rats sub- 
jected to hypophysectomy and given 0:2% of sulpha- 
mezathine in the diet, the present author found only 
increased atrophy of the testes. In animals not 
operated on but receiving the same dietary treatment, 
macroscopical and microscopical atrophic changes were 
observed in the testes, seminal vesicles, and anterior 
prostate, but there was hyperplasia of the thyroid gland. 
The atrophic change that occurred in both normal 
animals and those submitted to hypophysectomy are 
attributed to a direct effect of the drug on the testes. The 
observation of Asplin and Boyland that hyperplasia of 
the testes occurred was thus not confirmed. The 
author considers it unlikely that the difference could be 
attributed to a difference in dosage—0-2% instead of 
0-1%—of sulphamezathine in the diet. R. Wien 


TOXICOLOGY 


1840. The Use of BAL in Heavy Metal Poisoning, with 
Particular Reference to Antimonial Intoxication 

D. S. STEVENSON, R. M. SUAREZ, and E. J. MARCHAND. 
Puerto Rico Journal of Public Health [Puerto Rico J. 
publ. Hith] 23, 533-553, June, 1948. 3 figs., 26 refs. 


The authors report 7 cases of poisoning—2 due to 
arsenic and 5 to antimony. All except one came under 
treatment very early, in which circumstances the results 
may be expected to be good. The dosage employed 
ranged from 0-12 to 0-25 g. of BAL as a 10% solution in 
oil, given intramuscularly at 4-hourly intervals on from 
3 to 12 occasions. Complete recovery occurred in all 
but the one patient who received treatment late. One 
of the patients with arsenical poisoning, who had 
attempted suicide with Paris green, came under treatment 
before serious symptoms had occurred. The administra- 
tion of BAL was therefore prophylactic rather than 
curative, but certainly no serious degree of intoxication 
occurred. In no case did BAL cause toxic effects of any 
severity. 

The one partial failure occurred in a man who did not 
receive treatment for a month or more fromthe start of 


‘an antimonial hypoplastic anaemia with hepatitis. 


Some improvement was obtained after the administration 
of BAL and treatment aimed directly at the hypoplastic 
anaemia; nevertheless the bone marrow remained hypo- 
plastic. It is pointed out that it is in similar cases 
arising from arsenic that BAL has given the poorest 
results, and it seems that antimony resembles arsenic in 
this respect also. The authors consider that BAL will 
probably prove of great value to practitioners in tropical 
countries where antimonial compounds are widely 
employed. Reginald St. A. Heathcote 


1841. The Lead Content of Blood and Cerebrospinal 
Fluid in Experimental Lead Poisoning. (Der Bleigehalt 
im Blut und Liquor cerebrospinalis bei experimenteller 
Bleivergiftung) 

G. Srrause. Klinische Wochenschrift [Klin. Wschr.] 
26, 595-597, Oct. 1, 1948. 3 figs., 8 refs. 


The blood and cerebrospinal fluid having been first 
examined and found to be free from lead, three lambs 
were given lead acetate in increasing doses. Blood was 
taken from the jugular veins and cerebrospinal fluid by 
suboccipital puncture, under “evipan’’ anaesthesia. 
The first symptoms to appear were weakness of the hind 
legs and then of the forelegs; scanty stools, failing 
appetite, general partial paralysis, and tetanic spasms 
were observed later. This does not correspond with the 
effects observed in man. The cerebrospinal fluid re- 
mained lead-free until the concentration of lead in the 
blood had reached a level of 20 to 30 yg. per 100 ml., 
when the concentration in cerebrospinal fluid was found 
to be between 6 and 9 yg. per 100 ml. This occurred in 
all 3 animals. The exact proportion of lead in the 
cerebrospinal fluid was not determined because the 
quantity of the fluid obtainable was too small. There 
certainly exists a parallel between the lead content of the 
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blood and that of the cerebrospinal fluid, although the 
latter lags behind and in no instance was found to over- 
take or even approach the figure for blood. This lesser 
content in the cerebrospinal fluid is more obvious as the 
concentration in the blood is increased, although. the 
curves maintain simultaneous rises or falls. Two of the 
animals, in a state of lead poisoning, died from an over- 
dose of narcotic. There was no trace of lead in the 
brain of either, but a large quantity was found in the 
long bones and a moderate amount in the exsanguinated 
liver. Permeability was tested by Walter’s method in 
two of the lambs. Before administration of lead the 
permeability quotients were 5-80 and 5-49. After 
administration of lead had started and until the first 
appearance of symptoms there was a slight fall in the 
quotient, which may not be significant because the 
normal limits of permeability in this animal are not 
known. When the lead concentration in the blood rose 
to 110 yg. per 100 ml. and in the cerebrospinal fluid to 
22 pg. per 100 ml. the permeability quotient rose to 12, 
_ possibly by a compensatory defence reaction. [Further 
research is needed to confirm and explain this result of 
one single observation.] M. A. Dobbin Crawford 


1842. Pathological Anatomy of Acute Experimental 
Beryllium Poisoning 

J. K. Scotrr. Archives of Pathology [Arch. Path.) 45, 
354-359, March, 1948. 6 figs., 2 refs. 


The effects of beryllium sulphate on rats, arid to a 
lesser extent rabbits and guinea-pigs, are described. 
Distinction is made between local effects, when the dust 
is applied locally, and general effects, when the compound 
is injected intravenously and intraperitoneally. 

The lethal dose varied with the species, but for white 
female rats weighing 175 to 200 g. the LD 50 was about 
7:2 mg. per kilo. The intensity and site of lesions varied 
with the dose. Petechial haemorrhages and _ serous 
effusions occurred when large doses were used. All rats 
dying more than 3 days after a single intravenous dose 
developed jaundice. Microscopically, liver necrosis 
varying from small mid-zonal foci to necrosis of almost 
the entire organ was observed. The extent of necrosis 
and time interval required depended on the dose. The 
necrotic cells within 2 to 3 days underwent liquefaction 
and absorption, when phagocytes, granulocytes, and 
lymphocytes made their appearance. After a single 
injection of beryllium, regeneration began on the fifth 
or sixth day and was complete within 2 weeks, leaving 
no scar. A smaller dose of beryllium was sufficient to 
produce renal damage which took the form of necrosis 
of the epithelium of the distal part of the first con- 
voluted tubule. The most severe lesions were seen in 
rabbits which had inhaled beryllium sulphate dust. 
The spleen became enlarged and congested and the 
number of nucleated cells decreased. Nuclear degenera- 
tion was seen in the spleen, lymph nodes, and bone 
marrow, although smaller doses produced granulocytic 
hyperplasia. 

Local effects were produced by inhalation of the dust 
for 6 hours daily for 11 days, the concentration used being 
about 88 mg. per cubic metre of air. Guinea-pigs and 
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dogs showed severe acute conjunctivitis while some 
animals developed keratitis, some with ulceration and 
hypopyon. In all animals, an inflammatory exudate was 
found in the terminal bronchi together with desquamation 
of the epithelium. The exudate became coagulated and 
contained nuclear debris, and a few phagocytes were 
present in the alveoli. Granulocytes were scarce. 
Although occasional fibroblasts were seen growing into 
the exudate, pulmonary fibrosis was never observed. 

R. B. T. Baldwin 


1843. The Effect of Castration on the Action of Some 
Barbiturates 

G. R. Cameron, G. H. Cooray, and 8. N. De. Journal 
of Pathology and Bacteriology [J. Path. Bact.] 60, 239- 
246, April, 1948. 41 refs. 


Castrated male rats develop a lowered tolerance for 
quick-acting barbiturates such as pentobarbital sodium 
but not for barbital sodium, a slow-acting compound. 
Replacement of one of the missing hormones, testos- 
terone, is followed by improved toleranee. Ageing of 
normal rats is accompanied by progressive, though not 
profound, lowering of tolerance. It is suggested that the 
altered barbiturate response indicates disturbances, 
probably reversible, of a functional relationship between 
the sex glands and the liver. Already existing evidence 
that the liver inactivates sex hormones is discussed, and 
the hypothesis is advanced that such hormones are - 
utilised as adjuvants or coenzymes in liver detoxication.— 
[Authors’ summary.] 


1844. The Potentiating Effect of Antihistaminic Drugs 
upon the Sedative Action of Barbiturates 

C. A. Winter. Journal of Pharmacology and Experi- 
mental Therapeutics [J. Pharmacol. 94, 7-11, Sept., 1948. 
1 fig., 9 refs. 


Many antihistamine drugs are known to cause drowsi- 


ness in man but not in animals. The duration of sleep 
induced in mice by hexobarbitone is prolonged by 10% 
by “ pyribenzamine ’’ and “ neoantergan”’ and 40% by 
“benadryl”? and N-(8-dimethylamino-«-methylethyl)- 
phenothiazine (“‘ 3277 R.P.”’) at various dose levels, the 
barbiturate being given intraperitoneally 30 minutes after 
subcutaneous injection of the antihistamine drug. 
Similar results were given by benadryl and pentobarbi- 
tone in mice, and benadryl and hexobarbitone in guinea- 
pigs. V. J. Woolley 


1845. Neurotoxicity «of the 8-Aminoquinolines. I. 
Lesions in the Central Nervous System of the Rhesus 
Monkey Induced by Administration of Plasmocid 

I. G. Scumipt and L. H. Scumipt. Journal of Neuro- 
pathology and Experimental Neurology [J. Neuropath. 
exp. Neurol.] 7, 368-398, Oct., 1948. 25 figs., 7 refs. 


“Plasmocid’’ (6-methoxy-8-(3-diethylaminopropyl- 
amino)quinoline) as a possible antimalarial drug was 
tried on rhesus monkeys, which developed nervous symp- 
toms. Eight monkeys died within 72 hours after doses 
of 1-5 to 6 mg. per kilo body weight given by stomach 
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tube every 8 hours. The symptoms included nystagmus, 
loss of pupil reflexes, ataxia, and disturbances of equili- 
brium. There were destructive lesions in the nuclei of the 
cochlear, vestibular, and eye-movement nerves, in cell 
groups in the brain stem and diencephalon associated 
with these, and in most of the extrapyramidal nuclei, 


cerebellar nuclei, and those of Clarke’s column. The . 


greatly enlarged perineural spaces were empty or con- 
tained cell remnants; there were no circulatory distur- 
bances or cellular reactions. The cortex of cerebrum and 
cerebellum was unaffected. 

Similar but less intense reactions followed sublethal 
doses given for 12 to 21 days. The symptom complex 
was fully developed in 7 to 11 days. The histological 
findings were similar and in the same nuclear groups, but 
in the cases of less severe damage proliferated glia took 
the place of injured cells and fewer nuclei were involved. 
In one animal kept for 35 days after 1-mg. doses for a 
week there was clinical improvement after withdrawal of 
the drug. The brain showed great microglial develop- 
ment in the areas of cell loss, with formation of microglial 
scars. Plasmocid appears to have a specific toxic effect 
on nuclei in the proprioceptive and some reflex pathways 
and the extrapyramidal nuclei, with no evidence of 
circulatory disturbance. Serial studies showed that 
the proprioceptive nuclei of the cord and medulla were 
first affected, later the vestibular nuclei, then cochlear 
and visual reflex nuclei. [There are many photographs 
and tables.] Gwenvron M. Griffiths 


1846. Studies on the Mechanism of Action of the Nitrogen 
and Sulfur Mustards in vivo 

D. A. Karnorsky, I. GRAEF, and H. W. SMitH. Ameri- 
can Journal of Pathology {Amer. J. Path.] 24, 275-291, 
March, 1948. 3 figs., 9 refs. 


In this study hydro- 
chloride (HN,.HCl) was used asa type substance. 
Tris(8-chloroethyl)amine hydrochloride (HN;.HCI) and 
bis(8-chloroethyl) sulphide (HS) gave similar results in 
limited trials. 

In adrenalectomized rats the injection of HNg,. HCI 
caused injury to the lymphocytic and haemopoietic 
tissues and intestinal mucosa to a degree only slightly 
less severe than did a similar injection in normal animals. 
From this the authors conclude that the alarm reaction of 
Selye has only a minor or questionable part to play in 
HN,.HCI intoxication. In rats and rabbits, the occlu- 
sion of the circulation to the intestine and to the lower 
limbs, during and for 5 to 15 minutes after the intravenous 
injection of HN,.HCI, was found.o protect these parts 
from the effect of the compound. The authors conclude 
from this that the action of HN,.HCI on the tissue is 
direct (probably completed within 2 minutes) and that 
there is little systemic intoxication. 

The production of an actively regenerating bone marrow 
in the lower limbs together with aplasia of the marrow in 
the rest of the body in the experiment in which the 
lower-limb circulation was occluded suggests that this 
should prove a useful technique in haematological 
research. 

Six hours after the injection of HN:.HCl into the 
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rabbit the growth of haemolytic streptococci in the 


_ serum is enhanced, suggesting that blood alterations 


occur which make for more favourable bacterial growth. 
K. R. Hill 


INDUSTRIAL TOXICOLOGY 


1847. Hydrofluoric Acid Burns. (Flussyreztsninger) 
G. A. HANSEN. Nordisk Medicin [Nord. Med.] 
1610-1613, Sept. 3, 1948. 1 fig., 14 refs. 


Hydrofluoric acid burns are a severe and increasingly 
common industrial injury. Twenty were treated in the 
Rudolph Bergh Hospital, Copenhagen, in the years 
1944-7. The literature, particularly as regards treat- 
ment, is, however, extremely scanty. 

The acid destroys all living tissue with which it comes 
into contact, its effects varying with the concentration 
and duration of contact of the acid and the thickness of 
the epidermis. Solutions under 60% act only after a 
latent period and 10% solutions if quickly and thoroughly | 
washed off may do no damage, but even 1% solutions 
over a long enough period will lead to deep necrosis, 
sparing, however, the stratum corneum. The vapour 
from 2 to 3% solutions irritates the eyes and if inhaled 
may produce temporary and occasionally permanent 
anosmia. Strong solutions splashed on the skin produce 
excessively painful necrosis of tissues down to and includ- 
ing bone; even when treated adequately the lesions may 
take months to heal. The epidermis may show only 
bullae, but usually a thick, tough, yellow coagulum of 
epidermis and corium forms, under and around which 
there is an area of black gangrene with a reddish edge. 
Pain, sometimes not controllable with morphine, is 
present when the corium is involved and colliquative 
necrosis may go on for days. 

The mechanism of action is uncertain. The effect 
simply as an acid is small, for hydrofluoric acid ionizes 
poorly; its corrosive property may be due to the fact 
that diffusion is thus independent of an aqueous phase, 
the acid diffusing more rapidly through the skin than do 
its ionizing salts. A specific toxic effect on tissue has 
been postulated but the hygroscopic and calcium- 
precipitating effects may well be the most important ones. 

Adequate, and (even more important) prompt, treat- 
ment is essential. Prophylactic measures for workers 
include wearing of rubber gloves, boots, and aprons, and 
good ventilation of rooms. First aid is important, as the 
time required for healing depends to a large extent on the 
length of the untreated stage. Thorough washing with, 
for preference, weak alkali is advocated, assisted by the 
application of ice-cold alcohol to constrict the lymphatics. 
Eyes should be washed out with saline solution, and 
3% sodium thiosulphate drops should be instilled every 
5 minutes. The essential part of the treatment, however, 
is the injection of 10% calcium gluconate into, around, 
and deep to, the affected area. [The volume required is 
not stated, but 40 ml. was used for.a hand.] Equal 
parts of magnesium sulphate and glycerin are massaged 
in as a salve at once and fresh compresses are afterwards 
applied twice daily. This method gives good results if 
employed in the first 8 hours and is helpful up to 4 days 
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after injury. The calcium rapidly controls the spread of 
necrosis and stops the pain almost at once. With 
immediate treatment burns heal in about 6 weeks; with 
a few hours’ delay healing may take months. In cases of 
eye burns, as well as instillation of cocaine and atropine, 
injections subconjunctivally of 1% calcium gluconate may 
be necessary. _ A. M. M. Wilson 


1848. Experimental Studies on Intoxication with Adipic 
Nitrile, NC-(CH,),-CN. (Ricerche sperimentali sull’in- 
tossicazione da nitrile adipico: NC-(CH,),-CN) 

C. CeresaA. Medicina del Lavoro {Med. d. Lavoro] 39, 
274-281, Sept.—Oct., 1948. 1 ref. 


The author has contributed an earlier paper on the 
blood changes seen in certain nylon workers. These 
exhibited a slight hyperchromic anaemia with frequent® 
leucopenia and monocytosis. The anaemia was of 
haemolytic type with a positive indirect and a negative 
direct van den Bergh reaction. The serum bilirubin level 
was raised. These blood changes were attributed to the 
toxic action of the solvents used, and particularly to the 
nitrile of adipic acid. Hexamethylene diamine was also 
incriminated. As the nylon industry is growing it 
seemed appropriate to carry out detailed examination of 
the materials used. The nitrile of adipic acid was 
administered to guinea-pigs by the subcutaneous and oral 
routes and also by rubbing into the skin; it was not 
found possible to administer it by inhalation. The 
toxicity of the compound is attributed particularly to the 
CN group. 

When injected subcutaneously into 4 animals, in doses 
varying from 0-4 to 0-1 ml., death occurred within 8 to 
15 hours. Three other animals had one drop by the 
mouth on the first day and two drops daily for two more 
days. These died in a few hours, after having spastic 
contractions, stretching of the limbs, and dilatation of the 
pupils. The periods of spasm were interrupted by long 
pauses during which the animals were curled up and 
were somewhat dyspnoeic. At necropsy the liver and 
meninges were found to be congested. Microscopical 
investigation also demonstrated congestion, particularly 
in the central nervous system. These findings were 
consistent with the effects of acute poisoning. 

To observe the results of chronic poisoning the material 
was rubbed into the skin on alternate days for a month. 
After a few applications the animals began to lose 


weight and energy, and some died after 3 or 4 doses, ' 


while others survived as many as 16 doses. Death 
occurred insidiously from inertia and malnutrition due to 
refusal of food. No contractions or paralyses were 
noted. When death seemed imminent blood samples 
were taken, and at necropsy the marrow was examined as 
well as other tissues. Biochemical investigation showed 
a constantly negative direct van den Bergh reaction and 
indirect positive reactions in 7 out of 9 cases. The 
calcium concentration in blood was lowered but in 
bone unchanged. . Chloride levels were within normal 
limits. Post-mortem examination revealed nothing of 
note apart from congestion, but histologically there were 
slight fatty degeneration of the liver, swelling of the’ 
convoluted tubules of the kidney, and marked haemo- 
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siderosis in the spleen. Haematological examination 
indicated a marked hyperchromic anaemia due to 
haemolysis and associated. with leucopenia and mono- 
cytosis. These findings agree with those noted by the 
author in nylon workers. G. C. Pether 


1849. Absorption and Excretion of Carbon Disulphide 

in Man. (O vstfebdvani- a vylugovani sirouhliku u 

tlovéka) 

J. TeItsiINGER and B. SoueK. Casopis Lékati: Ceskych 

a Lék. ées.] 87, 933-936, Sept. 10, 1948. 2 figs., 5 
s. 


The authors performed experiments on 9 subjects, who 
inhaled a mixture of carbon disulphide (CS,) and air (of 
known concentration) for a period of 1 hour to 4 hours. 
The inhaled and expired air, blood, and urine were tested 
for CS, content during and after the experiment until 
CS, disappeared from the blood and urine. The mixture 


of CS, and air was inhaled from a special container and 


the expired air was introduced into a gas-meter. The 
concentration of CS, in the air was kept at constant level 
(variation did not exceed +6 pg. per litre). The esti- 
mations were made every 15 minutes by the diethylamine 
and copper method. The doses used were 58 to 105 yg. 
per litre. The subjects experienced no discomfort except 
for a slight occasional headache. Absorption in the first 
15 minutes averaged 80%; after 45 minutes and until the 


‘end of the experiment it was almost constant at 40%. 


The blood level increased slowly and reached a maximum 
in about 2 hours. On cessation of inhalation CS, dis- 
appeared from the blood in about 2 hours. Air/blood 
equilibrium was established in 90 to 120 minutes. The 
coefficient of distribution of CS, in blood/air varied © 
between 0-9 and 3-9 with an average of 2:3. The blood 
level of CS, at equilibrium was about 150 to 280 yg. per 
litre. 


Excretion of CS, through the lung amounted to 6%, so 
that on the average 95% of CS, was retained in the tissues, 
where it was detoxified. These experiments confirmed 
the results of McKee and co-workers. Excretion in the 


urine was insignificant. CS, appeared in the urine about 
14 hours after inhalation started; 24 to 30 hours after 
cessation of inhalation no CS, could be detected in the 
urine, and the amount of CS, excreted in the urine was 
about 0-06% of the total retained in the body. No 
analysis of the faeces was made. 

In a second experiment 12 workers, who had already 
been exposed for 12 hours to CS, inhalation in a viscose 
silk factory, were tested. The concentration of CS, in 
the air was 108 to 142 yg. per litre or 185 to 217 jug. per 
litre. The majority of these workers complained of im- 
potence, loss of weight, malaise, and restless sleep. 
These persons retained, after additional inhalation of 
CS,, appreciably less than non-exposed persons. After 
} to 1 hour their bodies were already saturated and then 
excreted appreciable amounts of CS, in the urine; the 
maximum concentration found was 4 mg. per litre of 
urine. Finally,the authors state that a single determina- 
tion of CS, in the inhaled and expired air would indicate 
the degree of tissue saturation with CS,, showing the 
intensity of exposure and poisoning. J. Ungar 
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1850. Carbon Disulphide Poisoning in an Artificial Silk 
Factory. (Otravy sirouhlikem v tovarné na viskosové 
hedvabi) 

K. RetseK, V. PeTrAN, J. TEISINGER, and B. SOuUcEK. 
‘Casopis Lékatii Ceskych [Cas. Lék. ées.] 87, 937-939, 
Sept. 10, 1948. 10 refs. 


The authors describe their experience with carbon 
disulphide poisoning in a viscose silk factory. Thirty- 
three workers were examined; 6 had to be sent for 
hospital treatment and 3 were sent to a mental hospital 
with symptoms of schizophrenia or paranoia. The con- 
centration of carbon disulphide in the air varied from 
70 to 300 yg. per litre and fell after improved ventilation 
to 50 to 100 yg. per litre. Improved ventilation did not, 
however, prevent the occurrence of serious poisoning. 
The clinical picture was characterized by vegetative 
neurosis and neurological and psychiatric signs. The 
authors emphasize that no haematological or other 
abnormal signs were found on physical examination. 
Two cases are recorded, one with a polyneuritic syndrome 
and damage to the extrapyramidal system (Quarelli’s 
syndrome), and the other with hallucinatory manifesta- 
tions. The level of carbon disulphide in the blood was 
raised in some of the workers to 47 xg. per 100 ml., and 
in the urine to 20 to 200 yg. per litre; the values de- 
pended on the carbon disulphide concentration in the 
inhaled air and on the duration of exposure. The 
authors conclude that an increased blood level is no 
indication of poisoning but only of exposure. It is of 
greater importance to establish the degree of tissue satura- 
tion with carbon disulphide (as described in Abstract 
1849). J. Ungar 


BLOOD TRANSFUSION 


1851. Transfusions in Newborn Infants Through Abdo- 
minal Wall Segment of Umbilical Vein 

L. R. Pinxus. Journal of Pediatrics {J. Pediat.] 33, 
418-420, Oct., 1948. 1 fig., 4 refs. 


A new technique is briefly described for transfusion of 
blood in newborn infants through the umbilical vein. 
Umbilical vein transfusion within the cord has been 
recently described, but this technique is limited by the 
rapid atrophy of the cord after birth. The author’s 
method is to expose the cord within the abdominal wall 
1 cm. above its abdominal insertion, insert a cannula 
into the vein and pass it upwards until blood can be 
aspirated, and carry out transfusion. The author has 
sused this technique successfully in one newborn infant, 
26 hours after birth, after failure to enter the vein within 
the cord. .The present report is a preliminary one, 
pending further investigation of the normal times of 
closure of the umbilical vein and ductus venosus. It is 
claimed that this higher approach to the umbilical vein 
is possible after the vein in the cord is closed (12 to 24 
hours after birth). ‘“‘The simplicity of technique, 
the large calibre of the umbilical vein, the toughness of its 
wall, and its relative isolation from vital structures, 
render this site most suitable for transfusion techniques 
in the newborn infant.” C. McNeil 


1852. Observations on Isosensitization to the M Agglu- 
tinogen in Man 

A. S. Wiener, E. B. Gorpon, and C. A. MAZZARINO. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.] 69, 8-11, Oct., 
1948. 10 refs. ‘ 


While normal Rh-negative males were being sensitized 
with Rh-positive blood to produce anti-Rh grouping 
serum, 2 cases were observed in which an additional 
antibody, not of the Rh system, was produced. In each 
case the person being sensitized proved to be of type N 
and the unwanted antibody was identified as anti-M. 
The authors suggest that N individuals, like those who 
are homozygous Hr+, are relatively easily sensitized, 
whereas M individuals, like those with homozygous Rh+ 


. blood, are considerably less easily sensitized. The 


corollary is that such N people requiring spaced and 
repeated blood ‘transfusions should be transfused only 
with type N blood. John F. Loutit 


1853. Massive Necrosis of Liver following Exchange 
Transfusion for Erythroblastosis Fetalis 

P. ROSENBLATT. American Journal of Clinical Pathology 
[Amer. J. clin. Path.] 18, 700-715, Sept., 1948. 8 figs., 
22 refs. ‘ 


Three infants suffering from erythroblastosis foetalis 
were treated by means of exsanguination-transfusion. 
All 3 died, and at necropsy massive liver necrosis was 
found and confirmed histologically; in 2 of them focal 
necrosis in the adrenal glands was also present. The 
author is emphatic that the degree and character of the 
necrosis were quite different from those seen in cases 6f 
untreated erythroblastosis foetalis, and he therefore 
regards the necrosis as probably due to the transfusion. 
The blood itself could hardly have been the cause. The 
sodium citrate used as the anticoagulant would have 
provided 0-7 to 1-4 g. per kilo of body weight, which may 
have been a toxic amount, and experimental evidence 


"suggests that the liver is concerned in the transfer of the 


citrate ion from the blood. Calcium gluconate was also 
given to the infants during the transfusion and may have 
been the cause of the necrosis; a fourth case is quoted of 
an infant with massive liver necrosis not associated with 
erythroblastosis but following treatment with calcium 
gluconate. The rapid rate of administration of the 
citrated blood and heparin may have been a factor. 
John F. Loutit 


1854. On the Significance of Hr Sensitization in Rh 
Antibody Determinations 

R. T. Fisk and A. F. Brown. American Journal of 
Clinical Pathology {Amer. J. clin. Path.) 18, 716-718, 
Sept., 1948. 4 refs. 


Because of its rarity, a case is reported of a mother - 
became sensitized to the Hr’ factor during her first 
pregnancy without previous exposure to this antigen. 
The maternal anti-Hr’ antibodies led to erythroblastosis 
in both her uniovular twins, one being of the hydropic 
and one of the icteric type. 


John F. Loutit 
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Radiology 


1855. A Study of the Hands of 
N. K. BRAASCH and M. J. Nickson. Radiology [Radio- 
logy] 51, 719-727, Nov., 1948. 6 figs., 27 refs. 


The authors have examined the hands of 323 radio- 
logists, including those practising radiodiagnosis and 
radiotherapy. Two methods were used. The first 
consisted in taking wax impressions of the finger tips and 
studying the epidermal ridges, the second in photo- 
graphing the capillaries of the nail fold with a low-power 
microscope. If a little oil is applied to the skin and 
strong side illumination is used, the superficial zone of 
capillaries is clearly visible.. 

Changes found in the epidermal ridge pattern varied 
from areas of slight flattening to extensive atrophy or 
proliferation; 48% of radiologists had some such 
abnormality; the authors quote 1-89 for normal con- 
trols, the figure given by Harvey. There appeared to 
be little difference as regards changes in ridge patterns 
between radiotherapists and radiodiagnosticians. Very 
few of the latter stated that they used lead gloves regularly. 
Study of the nail fold capillaries, which normally have a 
regular and constant pattern so that isolated loops may 
be compared over long periods, showed that various 
degrees of distortion occurred with advancing years of 
work with x rays. Similar changes were found in 
elderly people not exposed to x rays, but the incidence 
of abnormality was higher among radiologists and 
changes became evident at an earlier age. No radiologist 
of the series who had been practising for more than 30 
years was found to be free from abnormality of ridge 
pattern or nail fold. A. M. Rackow 


1856. The Relation of Radiosensitivity and Radio- 
curability to the Histology of Tumour Tissue 
A. GLUcKSMANN. British Journal of Radiology [Brit. 
J. Radiol.) 21, 559-566, Nov., 1948. 8 figs., biblio- 
graphy. 


The argument of this article is that histological 
differentiation, not radiosensitivity, is an index of the 
radiocurability of a tumour. A list is given of about 30 
tumours, arranged in Desjardin’s order. of sensitivity, to 
each of which is assigned a cure rate drawn from a wide 
literature. Cure is found to be unrelated to sensitivity. 
A rapid, visible response to irradiation (sensitivity) 
depends on the cell constitution of a tumour. Thus an 


apparent lack of response may merely indicate that . 


although all potentially dividing cells have been destroyed 
there is a large residue of “ sterile differentiated cells ’’. 

Treated cancer in 10 accessible sites was studied in 
a series of graphs relating rates of cure, differentiation, 
growth, and formation of metastases. Differentiated 
tumours are shown to grow slowly, metastasize little, and 
give the highest cure rate. Lymph-node metastases 
reduce curability because: (1) multiplicity of lesions 


makes adequate dosage impossible; (2) there is a 
topical resistance; or (3) the production of secondary 
deposits is merely a characteristic of primary tumours 
themselves resistant to cure. The third explanation is 
said to agree best with observation, because radiocurable 
differentiated tumours produce fewest metastases and in a 
series of cases in which treatment failed most patients 
died with primary and secondary tumours equally 
uncured. Figures are given representing the better 
prognosis in differentiated carcinoma of the uterine cervix 
and the mouth; for example, the difference in radio- 
curability between differential and anaplastic tumours 
in the mouth with metastases is 15+7%. Radiation - 
affects tumours by injury at mitosis, by lethal effect on 
resting cells, and by inducing differentiation. The degree 
to which differentiation can be induced is of primary 
importance as regards radiocurability. There is an 
extensive bibliography. J. L. Dobbie 


RADIOTHERAPY 


1857. Some Tracer and Therapeutic Studies with 
Artificial Radioactivity 

J. H. Lawrence. British Journal of Radiology [Brit, 
J. Radiol.) 21, 531-543, Nov., 1948. 10 figs., 27 refs. 


In this lecture there is brief reference to the production 
of radioactive isotopes in the cyclotron and pile, and 
various applications of these substances are surveyed. 
In rheumatoid arthritis radioactive sodium has been used 
to compare the circulation time in patients with that 
of normal individuals. Interesting observations have 
been made in rheumatoid patients, in normal animals, 
and in those with chemically induced arthritis on the 
location and turnover of “‘ labelled ’’ gold. An account 
is given of some physiological aspects of polycythaemia 
vera and its successful treatment by sodium radiophos- 
phate. Over 100 patients have been followed up for 5 
years after therapy, and there is no evidence of induction 
of neoplasm in 12 years’ experience with the substance. 
Brief reference is made to the therapeutic use of radio- 
iodine in hyperthyroidism and thyroid carcinoma, to the 
surface application of P*? in certain skin lesions, and to 
the localization of various colloids in liver, spleen, and 
bone marrow (chromic radiophosphate, radio-yttrium, 
and radiozirconium). These are now being used in 
the therapy of leukaemia and polycythaemia and certain 
diseases of liver and spleen. The uptake of tyrosine con- 
taining radioactive carbon by implanted melanosarco- 
mata, and the distribution of the carcinogenic dibenzan- 
thracene similarly labelled in normal and tumour- 
bearing animals, are discussed. 

Finally reference is made to 3 other developments in 
this field. The injection into mice of a colloidal uranium 
enriched with U2*5 followed by exposure to slow neutrons 
results in capture of the latter by the U?*® deposited in the 
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liver and spleen, with resultant local fission and energy 
release as dense ionization. Considerable tissue destruc- 
tion occurs in these organs." A method of trace analysis 
involving pile irradiation of tissue, extraction of the 
various trace elements and measurement of their activity 
is often more sensitive than ordinary chemical techniques. 
The 184 in. (4-7 m.) cyclotron makes. possible the produc- 
tion of a deuteron beam of such high energy that the ratio 
of skin dose to depth dose is reversed. 
Ralston Paterson 


1858. Cancer of the Larynx. Five-year Results of 
Radiotherapy 

M. Cutter. Radiology (Radiology) 51, 509-520, Oct., 
1948. 20 refs. 


This report discusses the indications and limitations of 
radiotherapy in carcinoma of the larynx, based on a 
study of 107 consecutive unselected cases treated at the 
Chicago Tumor Institute, with a minimum observation 
period of 5 years. The decision whether carcinoma of 
the larynx should be treated by surgery or radiotherapy, 
or a combination of both, is often a difficult one, and the 
author first outlines the standard advantages of laryngo- 
fissure, with its 80 to 85% curability rate for early lesions 
of the vocal cord, and the 60% curability of laryngectomy 
for operable but more advanced carcinoma of the 
larynx. He points out that surgeons hesitate to substitute 
a new method for an older, more established procedure 
until adequate evidence is available, but at the same time 
stresses the fact that the radiotherapist seldom has an 
opportunity to treat an early operable lesion. Small 
series of cases are quoted which show the trend towards 
the treatment of operable lesions by radiotherapy alone. 
The author agrees with Bacless, Lederman, and others 
that carcinoma of the larynx should be classified into 
vestibular, ventricular, glottic, and subglottic, and urges 
that this problem should be studied by a committee of an 
international congress. 

The technique used is the author’s so-called ‘‘ concen- 
tration radiotherapy’: the administration of a large 
total dose—6,000 to 6,500 r—in a relatively short 
period (18 days) and the use of an increasing dose through 
a diminishing portal. Treatments are given twice daily 
to one field. Full therapeutic details are included both 
for x rays generated at 400 kV and for telecurie therapy 
by means of the 10-g. radium bomb. Complications 
from this intensive treatment are not unduly pronounced, 
but obviously more likely to occur than with more 
moderate radiotherapy, and the author believes that the 
histology of the tumour, the state of the tumour bed, the 
presence or absence of infection, and the infiltrative 
nature of the tumour have a great influence on the onset 
of complications and the intensity of the irradiation 
given. In this series of 107 cases 2 patients died as a 
direct result of radionecrosis; in 7 other fatal cases 
radionecrosis was present but was not the direct cause of 
death. [The exact number of radionecroses is not stated.] 

The tables of results are interesting in that the small 
5-year cure rate of 35% is substantially the same as the 
3-year cure rate. Further analyses show that 22 patients 
out of 37 with mobile or partly fixed carcinoma of the 


vocal cords, and 15 out of 70 with advanced disease, are 
alive 5 years later. Out of 67 patients with extrinsic 
inoperable lesions, 14 were aliye 5 years later; of 25 
suitable for laryngectomy, 13 were alive 5 years later; 
and of 15 patients suitable for laryngofissure, 10 were 
alive 5 years later. 

The selection of treatment is highly individual, and, 
besides taking the patient’s age, general condition, and 
expectation of life into consideration, the author gives the 
following as a guide in choosing between surgery and 
radiotherapy: (1) Lesions arising in the ventricle, false 
cords, or base of the epiglottis are generally radio- 
sensitive, whereas subglottic lesions are radioresistant. 
(2) Microscopic structure does not give a true picture of 
the prognosis, and it is hazardous to draw conclusions, 
(3) The gross character of the lesion influences its 
radiosensitivity and radiocurability; in the main, 
papillary lesions are radiosensitive and _ infiltrating 
lesions relatively radioresistant. Advanced extrinsic 
lesions with or without regional metastases are subjected 
to palliative irradiation only. 

In his general comments the author states: “‘ Laryngo- 
fissure has a long record of favorable results and should 
not be abandoned. At the same time adequate recogni- 
tion must be given to the increasing evidence that 
radiotherapy yields equally good results with a better 
voice, and the patient should be allowed to choose the 
treatment he prefers... . Lesions unsuitable for 
laryngofissure by virtue of site, extent, or histologic 
structure, but stili not completely fixed by carcinomatous 
invasion, are ideally suited for radiotherapy, with a 
curability equal to that of laryngectomy’. Laryngec- 
tomy is indicated in intrinsic lesions with complete fixa- 
tion of cords and in good surgical risks, provided the 
fixation is due to carcinoma and not inflammation. The 
author considers that, if there is doubt about the cause of 
fixation, irradiation should be done first. 

T. Keith Morgan 


1859. Roentgen Therapy of Carcinoma of the Lower Lip 
J. A. DEL REGATO. Radiology [Radiology] 51, 499-508; 
Oct., 1948. 6 figs., 5 refs. 


This article is based on a series of 195 cases of carci- 
noma of the lower lip. In estimating the results of treat- 
ment it is pointed out that one great difficulty is the large 
proportion of deaths due to intercurrent disease that can 
be ascribed to advanced age. Three main forms of 
treatment are used: surgery or radon for very small 
lesions; x rays for the remainder. Most of the patients 
received x-ray therapy at 110 kV, but when more than 
half the lip was involved the voltage was increased to 
200 to 250 kV, the reason for the choice being qualitative. 


Daily treatment was given for from 1 to 6 weeks, depend- 


ing again on the size of the lesion. The dose delivered 
was 3,000 to 7,000 r, measured in air on the surface of the 
lip. 

The author does not recommend prophylactic block 
dissection of lymph nodes in the neck, and urges 
monthly follow-up as a prophylactic measure. It was 


noted that the submaxillary lymph node was first affected 
in the majority of cases, and in the author’s experience 


mete 
sidet 
neck 
reve 
meté 
surv 
met: 
3-ye 
67 y 
grou 
M. 
Jour 
J. 
T 
afte 
nod 
orcl 
dos 
per: 
spil 
lur 
the 
clin 
of | 
latt 
bla 
ato 
due 
me 
1-6 
18¢ 
| ma 
chi 
A. 
Ap 
log 
of 
los 
du 
to: 
stc 
ste 
| of 

18 
sti 
V. 
Re 
60 
| 
m 


RADIODIAGNOSIS 545 


metastases remain localized to a single node for a con- 
siderable time. He therefore advocates a partial upper 
neck dissection in the first place. Analysis of the results 
reveals that of the patients with no clinical evidence of 
metastases when first seen 80% show an absolute 3-year 
survival, whereas only 23% lived 3 years when glandular 
metastases were present at the first examination. The 
3-year result is given because the mean age group was 
67 years and the normal chance of 5-year survival of the 
group was only 76%. T. Keith Morgan 


1860. Post-irradiation Neuropathy 

M. M. GREENFIELD and F.* M. STARD. American 
Journal of Roentgenology and Radium Therapy [Amer. 
J. Roentgenol.) 60, 617-622, Nov., 1948. 5 refs. 


Three cases of muscular weakness of the lower limbs 
after 1,000,000-volt irradiation of the para-aortic lymph 
nodes are described. Irradiation was undertaken after 
orchidectomy for malignant neoplasm of the testes and 
doses of from 5,000 to 6,000 r were delivered to the retro- 
peritoneal nodes and adjacent tissues, including the 
spinal canal, from the eleventh dorsal to the fourth 
lumbar vertebra. The over-all times of irradiation in 
the 3 cases were 44, 84, and 90 days respectively. The 
clinical picture was that of a diffuse and flaccid weakness 
of the lumbar and sacral myotomes, more severe in the 
latter, without sensory disturbance and without bowel or 
bladder dysfunction, though cystometry revealed slight 
atonicity in all cases. The neuropathy was believed to be 
due to injury of anterior horn cells in the irradiated seg- 
ments of the spinal cord. Such neuropathy developed in 
1:6% of cases treated by this method. G. Boden 


RADIODIAGNOSIS 


1861. Gastric Dyskinesia. _Radiokymographic Sympto- 


matology. (Le discinesie gastriche. 
chimografica) 

A. Lura. Archivio Italiano delle Malattie dell’- 
Apparato Digerente [Arch. ital. Mal. Appar. dig.] 15, 


Semeiotica réntgen- 


3-42, 1949. 34 figs. 


This work, which comes from the Institute of Radio- 
logy of the University of Bologna, is a kymographic study 
of the normal and pathological stomach. The patho- 
logical conditions investigated include gastric and 
duodenal ulcers, gastric carcinoma, gastroptosis, hyper- 
tony of the stomach, chronic appendicitis as it affects the 
stomach, gastritis, herniae of the hiatus, and pyloric 
stenosis. The investigation seems more of academic than 
of practical interest. A, Orley 


1862. Pyloric Obstruction More Accurately Demon- 
strated by Food—Barium Mixture 

V. W. ARCHER and G. Cooper. American Journal of 
Roentgenology and Radium Therapy [Amer. J. Roentgenol.] 
60, 593-599, Nov., 1948. 6 figs. 


Thirty medical students, after refraining from food and 
drink overnight, took a standard barium and water 
mixture [quantity and composition not stated], and the 

M—2N 


rate of emptying was determined at 30 minutes, 3 hours, 
and 6 hours. At a later date dry barium was added to a 
breakfast of fruit, cereal, eggs, bacon, toast, and milk 
[quantities not stated}, and emptying was again deter- 
mined. The results are tabulated. The presence of food 
causes some delay, but there was only one student who 
had a 20% 6-hour residue after barium and food, and he 
also had a 10% residue with barium and water. In 
patients with narrowing of the pylorus, however, barium 
and water may empty normally, but there may be a 
considerable residue with barium and food. A single 
case report is cited to illustrate this. 

[This is a useful paper, not because it contains anything 
new, but because it calls attention to an important point 
which is persistently disregarded by clinicians in their 
interpretation of x-ray reports. But no mention is made 
of the commoner fallacy in the opposite direction. Asa 
result of purgation, starvation, revulsion against barium, 
and other psychological reasons, there is often a con- 
siderable 6-hour residue of barium and water in a patient 
with duodenal ulcer whose stomach empties normally 
after ordinary meals. The experiment is badly con- 
trolled as all the students were given their barium and 
water first and their barium and food second. Psycho- 
logical inhibition of emptying is commoner in a first 
barium meal, just as partial inhibition of secretion is 
commoner in a first test meal. The differences between 
barium with water and barium with food are thus 
minimized.] Denys Jennings 


1863. The Roentgenologic Significance of Hamartoma. 
of the Lung 

W. C. HALt. American Journal of Roentgenology and 
Radium Therapy [Amer. J. Roentgenol.] 60, 605-611, 
Nov., 1948. 9 figs., 26 refs. 


Hamartomata of the lung are tumour-like masses 
containing some or all of the histological elements which 
make up the mature bronchi or lung tissue, but quantita- 
tively grouped in abnormal proportions so that one tissue 
element, usuaily cartilage, predominates. However, 
in some instances a hamartoma of the lung may be 
chiefly composed of fatty tissue. Tumours vary in size 
from less than 1 mm. to huge masses which almost fill 
one side of the chest, but most of them are less than 1 cm. 
in diameter. They are benign but occasionally undergo 
malignant degeneration. Very small hamartomata of 
the lung are comparatively common, but most are only 
discovered at necropsy. Hamartomata of the lung are 
usually asymptomatic but may be associated with dys- 
pnoea, chronic cough, pain in the chest, or haemoptysis. 
They show a marked tendency to undergo calcification 
or ossification. Thus, the finding of areas of calcification 
scattered throughout a discrete, smooth, round or 
lobulated mass should suggest this diagnosis. The small 
lesions, however, which are of more common occurrence, 
are more likely to simulate metastatic nodules or primary 
bronchial carcinomata, and cannot be diagnosed 
specifically from the radiographs. 

Four cases are quoted, in 3 of which single, somewhat 
rounded opacities with calcification were present in the 
lungs. In 2 of these the diagnosis was proved by 
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histological section after removal of the tumour. In the 
fourth case the tumour was small and not seen on the 
radiograph, which showed only a collapsed right middle 
lobe. The tumour was seen and removed at broncho- 
scopy, and on section was found to be calcified. 

L. G. Blair 


1864. Calcified Omental Fat Deposits: Their Roent- 
genologic Significance 

J. F. Hott and R. S. MACINTYRE. American Journal of 
Roentgenology and Radium Therapy [Amer. J. Roentgenol.} 
60, 612-616, Nov., 1948. 5 figs., 3 refs. 


This paper, which comes from the University of 
Michigan, Ann Arbor, draws attention to the occasional 
occurrence -of calcification within tags or lobules of 
omental fat. The condition in itself has no clinical signi- 
ficance, but the shadows may be mistaken for urinary or 
biliary calculi or other forms of pathological abdominal 
calcification. The omental concretions have smooth 
dense margins and a relatively radiotranslucent centre. 
They are apt to be multiple and change their position 
from one examination to another. A. Orley 


1865. Roentgen Demonstration of Calcification of 
Cardiac Skeleton and Coronary Vessels in the Living 

H. G. Korransky and I. K. ETrMAN. American Journal 
of Roentgenology and Radium Therapy {Amer. J. Roent- 
genol.] 60, 642-645, Noy., 1948. 3 figs., 6 refs. 


The salient features in the single case presented in. this 
paper are the unusual amount of calcium deposited in 
both valvular rings and in the coronary vessels, and the 
almost normal action of the heart. The calcified shadows 
were best shown in the right anterior oblique view. 

A. Orley 


1866. An Evaluation of Phlebography of the Normal 
Lower Extremity 

B. S. Epstein, M. G. WAscuH, and L. Loewe. American 
Journal of Roentgenology and Radium Therapy [Amer. J. 
Roentgenol.) 60, 650-657, Nov., 1948. 5 figs., 16 refs. 


The radiographic findings in a series of 35 normal 
patients indicate the need for the greatest care in the 
interpretation of phlebograms, particularly those of the 
leg. Although the popliteal and femoral veins present a 
more or less constant pattern, it is stil! frequently impos- 
sible to distinguish between normal and pathological 
images. The authors therefore conclude that phlebo- 
graphy is of no value in the diagnosis of thrombophlebitis 
in the leg. A. Orley 


1867. Radiological Determination of the Level of the 
Diaphragm in Emphysema 

M. GROSSMANN and H. HERXHEIMER. British Journal of 
Radiology [Brit. J. Radiol.] 21, 446-448, Sept., 1948. 
2 refs. 


The radiological diagnosis of emphysema is known to 
be unsatisfactory and the method described here appears 
to be a valuable one. The authors studied 58 subjects, 


in six groups: normal persons (medical students), 
patients with slight emphysema, patients with moderate 
and severe emphysema, obese patients with emphysema, 
obese, but otherwise normal, persons, and patients who 
had recently suffered from congestive heart failure. 
The criterion adopted was the distance from the diaphrag- 
matic level to the iliac crest divided by the distance from 
the tuber ischii to the acromion process, measured both 
in full inspiration and in full expiration. The level 
of the diaphragm was found to be much lower than 
normal in all the patients suffering from emphysema, 
except the obese ones, in whom the level was about the 
same as in normal persons. The level in obese but 
otherwise normal persons and patients who had had 


congestive heart failure was the same as in normal | 


subjects. The authors state that the results of a further 
investigation will be the subject of another communica- 
tion. J. W. Bull 


1868. Clinical Application of Angiocardiography 
H. K. Taytor. Diseases of the Chest (Dis. Chest] 14, 
707-721, Sept.-Oct., 1948. 6 figs., 15 refs. 


The author, working in the Roentgen Ray Department, 
Goldwater Memorial Hospital, Welfare Island, New 
York, first reviews the history of angiocardiography. 
He then describes technique, the patient’s reactions during 
and after the examination, and the radiographic findings 
in 3 cases of congenital cardiovascular anomalies. The 
other 5 cases discussed illustrate aneurysm of the aortic 
arch, a localized dilatation of the descending aorta, an 
aneurysm of the innominate or of the left carotid artery, 
and a non-vascular lesion; the fifth patient had been 
operated on previously for coarctation of the aorta. 

A. Orley 


1869. Report of a Case of an Anomalous Lobe of the 
Liver 
N. M. Haropisty, E. A. KEARNEY, and F. P. Brooks. 
American Journal of Roentgenology and Radium Therapy 
[Amer. J. Roentgenol.] 60, 486-489, Oct., 1948. 7 figs., 
7 refs. 


The production of a soft-tissue shadow above the 
right diaphragm by an anomalous lobe of the liver is 
reported. The diagnosis was made from the radiographs 
and confirmed at subsequent operation. Two similar 
cases reported elsewhere are discussed. A. Orley 


1870. Bronchography by Atomization 
P. L. FarriNas. Radiology [Radiology] 51, 491-498, 
Oct., 1948. 12 figs. 


A new technique is described of bronchography by atom- 
ization of a “lipiodol” containing only 20% of iodine. 
The general technique follows that of standard broncho- 
graphy. The atomization can be carried out by means of 


a De Vilbiss No. 152 atomizer connected to an air com- 
pressor registering 6 to 8 lb. (2-7 to 3-6 kg.) of pressure. 
The atomization can be supratracheal, intratracheal, or 
intrabronchial, the latter carried out by means of a No. 16 
rubber catheter, through which passes a No. 8 urethral 
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catheter. The first carries the air, the second the lipiodol. 
Very fine detail of the bronchial mucosa may be observed 
by this method. In cases of blockage the lipiodol 
accumulates above the obstruction. When the air 
passages are free the opaque substance reaches the 
alveoli. A. Orley 


1871. Radiocardiography: A New Method for Study- 
ing the Blood Flow Through the Chambers of the Heart in 
Human Beings 

M. PRINZMETAL, E. Corpay, H. C. BERGMAN, L. 
ScHWARTZ, and R. J. Spritz_er. Science [Science] 
108, 340-341, Sept. 24, 1948. 2 figs., 1 ref. 


Radioactive sodium (Na®*) injected intravenously can 
be traced with the aid of a specially adapted Geiger— 
Miiller counter through the cardiac chambers and its 
presence graphically recorded. The result is a tracing 
with two waves corresponding to the passage of the 
radioactive substance through the right and left heart 
chambers respectively. Deviation from the normal 
curve occurs in cardiac enlargement with or without 
failure and in congenital heart disease. The study of the 
circulation with the Geiger—Miiller counter has also 
yielded promising data on the rate of absorption after 
intramuscular injection in hypotensive states and has 
contributed to exact determination of thé circulation 
time. 

{Further results of radiocardiography will be eagerly 
awaited. ] A. I. Suchett-Kaye 


1872. Impeded Urography by Means of the Zaccone- 
Conzi Method. (Urografia sbarrata col metodo 
Zaccone—Conzi) 

M. Tasca. Archivio di Radiologia [Arch. Radiol.) 22, 
266-286, Nov., 1948. 7 figs., 19 refs. 


The Zaccone-—Conzi method of urography, which the 
author describes, consists of compression of the lower 
part of the ureters by a rubber balloon introduced into 
the bladder by means of a catheter. The compression 
can be graduated with the aid of a manometer connected 
with the balloon. Radiographs are at first taken during 
the free flow of the urine and then after the inflation of 
the balloon. The author points out the advantages of the 
method—for example, the measurable graduated com- 
pression, the excellent visibility of the lower end of the 
ureters, the symmetry of the compression, and the speed 
and simplicity of the procedure. A. Orley 


1873. Diagnosis of Pulmonary Stenosis by Angiocardio- 
graphy 

M. J. Carson, T. H. Burrorp, W. G. Scott, and J. 
GoopFRIEND. Journal of Pediatrics [J. Pediat.) 33, 
525-543, Nov., 1948. 25 figs., 19 refs. 


For the adequate visualization of cardiac abnormalities 
by angiocardiography the authors recommend taking two 
series of films, one in the anterior oblique and the other 
in the antero-posterior position. Each series consists 
of 10 serial films exposed within a period of 10 seconds. 
After preliminary injection of a few drops to exclude 


any untoward reaction 70% diodrast” rapidly 
injected through a No. 13 or 14 cannula tied into the 
proximal end of the antecubital vein, The dose recom- 
mended is, for infants 3 months to'2 years old, 10 to 
18 ml., for children 2 to 10 years old 20 to 30 ml., and for 
older children up to 15 years 30 to 40 ml. Infants and 
children too young to co-operate are given a general 
anaesthetic, but in older patients the entire procedure is 
carried out with local procaine analgesia and general 
sedation. 

The paper is illustrated by a series of reproductions of 
normal appearances in the two standard projections, and 
also of findings in Fallot’s tetralogy, tricuspid stenosis 
with non-functioning right ventricle, and persistent 
truncus arteriosus with stenotic pulmonary arteries. 
These appearances are summarized as follows. All 
the cardinal features of the tetralogy of Fallot are 
demonstrated in the angiocardiogram: (1) an inter- 
ventricular septal defect is indicated by direct flow of 
diodrast from the right ventricle into the left ventricle, 
with increasing opacification of the latter in the second or 
third radiograph; (2) simultaneous opacification of the 
aorta, pulmonary conus, and pulmonary arteries indicates 
the presence of an overriding aorta with the diodrast 
flowing simultaneously into both the aorta and pul- 
monary conus from the right ventricle; (3) the enlarge- 
ment of the right ventricle is seen; (4) the decreased 
calibre of the pulmonary arteries is directly visualized. 
This last observation alone will serve to differentiate 
cases from those of Eisenmenger’s complex. 

In cases of non-functioning right ventricle with 
tricuspid stenosis, opaque material can be observed to 
enter the right auricle from the superior vena cava. 
None can be seen going into the right ventricle, but in- 
stead it can be seen entering the left auricle and then an 
enlarged left ventricle. After this there is a simultaneous 
visualization of the aorta and, if pulmonary stenosis is 
present, small pulmonary arteries are seen. 

In persistent truncus arteriosus with stenotic pul- 
monary arteries: (1) the diodrast reveals a very large 
right ventricle; (2) a large interventricular septal defect 
is indicated by rapid opacification of the left ventricle in 
the second or third radiograph; (3) in the second or 
third radiograph a single large vessel is seen emerging 
from the region of the ventricles; (4) no pulmonary 
conus is seen, but abnormally small pulmonary arteries 
can be visualized arising from the single large truncus. 

-L. G. Blair 


1874. Some Technical Considerations in the Arterio- 
graphic Examination of the Lower Extremity 

R. G. SmitH and D. A. CAMPBELL. Surgery [Surgery] 24, 
655-661, Oct., 1948. 3 figs., 21 refs. 


The authors stress the importance of arteriography in 
the investigation of peripheral vascular disease, and give 
details of the technique they employ in the arteriographic 
examination of the lower limb at Wayne County General 
Hospital, Michigan. The injection must be made at the 


most proximal part of the main artery, which must © 


therefore be patent at this point. The flow of blood 
through the artery must be controlled during the proce- 
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dure and the equipment used must allow of rapid injection 
of the contrast medium. In occlusive vascular disease, 
at least two serial films should be taken. 

The technique employed is simple and safe. The 
patient lies prone with the leg to be investigated on a 
special cassette tunnel [details of which are given] so that 
cassettes can be changed without moving the limb. The 
site of injection, 1 cm. below the inguinal ligament, is 
anaesthetized with 2% procaine hydrochloride, infil- 
trated along both sides and above the artery. A long 
18-gauge short-bevelled needle, attached to a syringe 
containing 30 ml. of 35% “* diodrast ”’, is inserted into the 
femoral artery under the guidance of the palpating finger 
of the opposite hand. The fingers of the opposite hand 
are kept in position to occlude the artery above the point 
of injection. The artery is compressed against the 
pubic ramus and 25 ml. of diodrast injected as rapidly as 
possible. The first exposure is then made. The tray of 
the cassette tunnel is pushed to the position of second 
exposure, digital pressure on the artery is released for 
4 seconds, and the remaining 5 ml. of diodrast injected. 
The second exposure is then made. The exposures are 
made at a distance of 6 ft. (1-8 m.) with current of 68 kV 
and 300 mA for one-twentieth of a second. Momentary 
pain in the leg during injection sometimes occurs and 
the patient should be warned that he may feel warm and 
flushed for a short time after the injection. 7. J. Evans 


1875. Congenital Valvular Formations in the Urethra. 
{In English] 

S. Jorup and S. R: KJELLBERG. Acta Radiologica 
[Acta radiol., Stockh.] 30, 197-208, 1948. 15 figs., 
13 refs. 


The presence of congenital valvular folds of mucous 
membrane in the collicular part of the posterior urethra 
calls for early diagnosis in order, if possible, to obviate 
the effects of the increased back pressure on the urinary 
system. The symptoms are poorness of urinary flow, 
which may be reduced to droplets only, and continual 
incontinence. The bladder becomes greatly thickened 
and enlarged and may be palpable per abdomen. The 
radiological diagnosis is not difficult to make by urethro- 
cystography, even in infants only a few days old. The 
valve formations may be visible on the pictures taken 
during injection of the contrast medium, but if not they 
usually appear on the micturition urethrograms. In 
small infants this may be achieved by the subcutaneous 
injection of neostigmine. Operation, with excision of the 
valve flaps, may effect a complete cure. Six case reports 
-are included. A. M. Rackow 


1876. On Tomography as an Adjunct to Urography. 
[In English] ‘ 

P. T. ANDERSEN. Acta Radiologica [Acta radiol., 
Stockh.) 30, 225-236, 1948. 4 figs., 6 refs. 


Since July, 1947, the author has employed tomographic 
studies of the excretion pyelogram to supplement. the 
routine views in all cases. He gives here his assessment 
of its value in the first 100 cases. His technique is as 
follows: The patient lies supine with the knees flexed to 


straighten the lumbar curve. The optimal sections in 
nearly all cases appear to lie between 6 and 8 cm. from the 
table top. A tomograph is taken after each routine 
pyelographic film. The elimination of overlying gas 
and faecal shadows was found to be very striking, and the 
author quotes cases in which definite diagnoses could be 
made from the tomograph both by excluding renal 
pathology and by demonstrating renal lesions, whereas 
no opinion could be expressed on the ordinary pyelo- 
grams, owing to the superimposition of bowel shadows. 
The presence of dye in the renal parenchyma renders this 
slightly radio-opaque, and this is well shown in the tomo- 
graphs, which in the majority of cases gave a much 
clearer outline of the renal shadow and so more informa- 
tion about the state of the renal cortex. The author is 
satisfied that tomography can be a valuable adjunct to 
pyelography, and he supplies convincing illustrations. 

A. M. Rackow 


1877. The Radiologic Features of Neurofibromatosis 
J. F. Hott and E. M. Wricut. Radiology [Radiology] 
51, 647-664, Nov., 1948. 13 figs., 44 refs. 


The history of von Recklinghausen’s disease is briefly 
reviewed, with particular reference to descriptions of 
bone involvement. The paper deals in the main with 
skeletal changes found in a series of 127 cases encountered 
by the authors; of 77 cases radiographed 37 showed some 
skeletal defects. The changes were of the following 
types: (1) Erosive defects. These appear to be due to 
the direct pressure upon the bone of adjacent tumours. 
Radiologically they are seen as depressions in the surface 
of the bone, the margin of which is sclerosed. In two 
cases such depressions were visible on the under side of 
the ribs and resembled closely those seen in coarctation 
of the aorta. (2) Scoliosis. This is the commonest 
osseous abnormality. Factors giving rise to scoliosis 
include abnormalities of development of one or more 
vertebrae, such anomalies being frequently present in 
cases of neurofibromatosis. Abnormal development as 
regards length of a lower limb may also contribute to a 
secondary scoliosis. (3) Disorders of growth. Both 
over-development and under-development have been 
encountered. Diffuse neurofibromatosis, giving rise to 
a form of elephantiasis, is described, but in this case, in 
spite of considerable overgrowth of the soft-tissue 
elements, the bone may be very slender and even elong- 
ated. The authors regard this as a constriction effect. 
Similar appearances may be seen in the ribs. A charac- 
teristic feature is the absence of bone decalcification. 
(4) Bowing of the tibiae and fibulae with pseudo- 
arthrosis. The bone width is increased but ossification 
is irregular. Fractures fail to heal. Sections of involved 
bone do not necessarily contain any neurofibromatous 
tissue. (5) Intra-osseous cystic lesions. Radiologically 
these resemble lesions of fibrocystic disease, or may 
simulate those of any other type of cystic bone disease. 
Here again the pathological basis is obscure, the typical 
tumours often being absent from the site. (6) Various 


associated congenital abnormalities. Many varieties 
_ were found, but the authors describe 2 cases from their 
series in which the superior orbital wall was absent, and 
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they quote other cases of this anomaly from the litera- 

ture. : 

The differential diagnoses are discussed and the 

authors point out that the diagnosis of von Reckling- 

hausen’s disease might usefully be kept in mind in the 

consideration of any unusual skeletal defect or anomaly. 
A. M. Rackow 


“1878. Sickle-cell Anemia in Adults: Roentgenographic 


Findings 
O. LeGAnt and R. P. BALL. Radiology [Radiology] 51, 
665-675, Nov., 1948. 9 figs., 38 refs. 


Sickle-cell anaemia is confined almost entirely to 
negroes. The authors summarize the findings in 26 
adult cases seen since 1930. Emphasis is placed upon 
the radiological changes. In over half of the patients 
the heart was enlarged. This is regarded as being a 
compensatory reaction to the prolonged anaemia.- No 
valve defects were found in 5 cases which came to 
necropsy. Skeletal changes occurred in the form of 


. generalized osteoporosis in nearly half of the series; of 


these, 4 cases showed biconcave deformity of the vertebral 
bodies, probably due to bone softening. Patchy 
cortical thickening was seen in the long bones, this being 
considered the late result of bone infarcts. Evidence 
of infarction in the skull and elsewhere was given by 
zones of translucency, with marginal sclerosis, similar 
to the lesions seen in caisson disease. Radial striations 
and diploic widening were not observed in the skull 
radiographs. Four cases showed no_ radiological 
abnormality at all. One case is reported in which serial 
radiographs of the lumbar spine made over a 12-month 
period revealed the development and subsequent healing 
of infarcts in the fourth and fifth lumbar vertebrae. 
A. M. Rackow 


1879. Polyostotic Fibrous Dysplasia (Albright’s Syn- 


drome) and its Comparison with Dyschondroplasia. 


(Ollier’s Disease). A Correlation of the Radiological 
and Pathological Findings 

L. R. SANTE, W. BAuER, and R. M. O’Brien. Radiology 
[Radiology] 51, 676-690, Nov., 1948. 22 figs., 15 refs. 


This condition, first described in 1922 by Weil and 
recognized as a clinical entity by Albright and others in 
1937, is characterized by the presence of widespread 
fibrous lesions in the osseous system, together with 
patchy pigmentation of the skin and, in females, pre- 
The onset is insidious and 
the condition slowly progressive; no aetiological agent 
has been discovered. 

The radiological findings are confined to the skeleton 
and consist of cyst-like lesions in the cortex of the bone. 
The bone is expanded either inwards towards the 
medullary cavity, or outwards, depending upon the site 
of origin. These blister-like formations are of charac- 
teristic appearance and help to differentiate this condition 
from others like it, such as osteitis fibrosa. The normal 
intervening bone is not decalcified and therefore not 
softened. Consequently, although pathological fractures 
may occur through thinning of the bone, there is no 


evidence of deformity due to softening. Periosteal 


new-bone formation is not seen radiologically, although 
microscopically some reaction has been noted. When 
the fibrous lesions are bounded by compact bone, 
sclerosis rather than expansion is the main feature, and 
this reaction is observed in the petrous temporal bone. 
In fact, in the base of the skull the disease may. resemble 
leontiasis ossea. There is a tendency to. unilateral in- 
volvement. Microscopically the lesions are those of a 
spreading osteoclastic absorption of bone followed by 
fibrosis within the Haversian systems. No true cysts are 
seen. 

Differentiation from von Recklinghausen’s osteitis 
fibrosa cystica is readily made if the pigmentary changes 
and sexual precocity are present. Absence of generalized 


‘osteoporosis and of softening helps the differential 


diagnosis, but there may be great similarity between the 
two conditions. The authors briefly describe the 
differential diagnosis from solitary bone cysts, giant-cell 
tumours, and enchondromata. In distinguishing 
Albright’s disease from Ollier’s dyschondroplasia, the 
authors lay stress on the position of the latter at the ends 
of the diaphyses and the presence of thick radiating 
trabeculae bounding the masses of cartilage, within 
which zones calcified globular bodies are seen. The effect 
on bone growth is more marked in Ollier’s disease. 
When seen under the microscope the lesions in dyschon- 
droplasia show no sign of fibrous reaction at the edge of 
the cartilage masses. Four cases of polyostotic fibrous 
dysplasia are reported and illustrated and one case of 
Ollier’s disease is illustrated. A. M. Rackow 


1880. The Radiologic Changes in Sickle-cell Anemia 
S. H. Macut and P..W. Roman. Radiology [Radiology] 
51, 697-707, Nov., 1948. 15 refs., 38 refs. 


The authors review a series of 48 cases of sickle-cell 
anaemia, which included 29 children under 14, and 
describe the radiological changes. They group these 
into: (1) Changes in the viscera, which include cardiac 
enlargement, pathological changes in lung, of which 
pneumonia is the commonest, and enlargement of the 
liver and spleen—the last may show faint diffuse calcifica- 
tion. (2) Skeletal changes due to hyperplasia of marrow 
elements, giving rise to medullary widening, cortical 
thinning, and irregular coarse trabeculation of the 
spongy bone. (3) Skeletal changes due to thrombosis 
and infarction. These processes may produce cortical 
thickening, destructive areas in bone, and zones of 
increased density, as a result of reparative changes. 
Periostitis may be visible. The latter may occur beneath 
chronic ulcer of the leg and is indistinguishable from the 
reaction that typically accompanies varicose ulcer. 
(4) Skeletal changes due to growth disturbance, mani- 
fested by a characteristic habitus of the patient, who may 
have long limbs and a short trunk and a tendency to 
upper dorsal kyphosis. There is often biconcavity of the 
vertebral bodies, as a result of softening and disk 
pressure. 

The authors stress the fact that bony changes may 
not appear with the onset of clinical symptoms and an 
interval of 2 or 3 weeks may elapse before radiological 
changes become visible. A. M. Rackow 
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1881. Iron Content of Liver and Spleen in Men and 
Women of Various Age Groups. (Das Leber- und 
Milzeisen bei Mann und Frau in verschiedenen Lebens- 
altern) 

E. SCHAIRER and J. RECHENBERGER. Virchows Archiv 
fiir Pathologische Anatomie und Physiologie [Virchows 
Arch.] 315, 309-319, 1948. 1 fig., 12 refs. 


The authors studied the non-haemoglobin iron (depot 
iron) of liver and spleen in 193 necropsies (112 males, 
81 females). Iron was estimated by the «,«-dipyridyl 
method and photometrically. The liver was perfused 
with physiological saline before the estimation, while in 
the case of the spleen haemoglobin iron was estimated by 
a modified Lintzel method (Z. ges. exp. Med., 1933, 86, 
269) before the estimation of iron content. There was 
a marked and statistically significant difference in the 
depot-iron content of liver and spleen in men and women. 
The liver in men contained on the average 397 mg. against 
244 mg. in women. The figures for the spleen were: 
89-9 mg. in men and 47-8 mg. in women. With age 
there is a significant increase in iron content of the liver 
in both sexes.. The higher value in men does not depend 
on the liver weight but represents a percentage increase 
in iron. The authors discuss as a possible cause of the 
low depot-iron value in the liver in women the loss of 
blood during menstruation and deliveries. In favour of 
this view is the fact that after the menopause there is an 
increase in depot iron in women. There is no definite 
relation between depot-iron and serum-iron values. 

R. Schade 


1882. Comparative Studies of Iron Content of Liver and 
Spleen by Chemical and Microchemical Estimation. 


(Vergleichende Untersuchungen iiber den chemisch° 


und mikrochemisch bestimmten Eisengehalt in Leber und 
Milz) 

E. SCHAIRER and J. RECHENBERGER. Virchows Archiv 
fiir Pathologische Anatomie und Physiologie (Virchows 
Arch.) 315, 320-325, 1948. 6 refs. 


The authors compared the iron content of liver and 
spleen by histochemical and chemical estimations on 
188 livers and 184 spleens (necropsy material) of patients 
above the age of 10; and 118 livers and 120 spleens 
(necropsy material) of patients below 9 years of age. 
Histochemically, Prussian blue and Turnbull blue 
reactions were studied in paraffin sections; chemically, 
the «,«-dipyridy! method was employed. Iron values 
obtained histochemically and chemically run parallel, as 
shown by Hueck (Beitr. path. Anat., 1912, 54, 68). 
However, the iron content of the spleen required to give 
a positive histochemical result was somewhat greater 
than in the case of the liver. Exceptions to the rule of 
parallelism between histochemical and chemical estima- 
tions of iron were found. * The authors’ observations 


(Abstract 1881) that depot-iron values were higher in men 
than in women and that depot iron increases with age in 
both sexes were confirmed (400 further cases). It is 
possible from the histochemical appearances to draw 
conclusions about chemically estimable iron content. 
R. Schade 


1883. Iron Content of Liver and Spleen in Various 
Infectious Diseases. (Leber- und Méilzeisen bei ver- 
schiedenen Infektionskrankheiten) 
J. RECHENBERGER and E. SCHAIRER. Virchows Archiv 
fiir Pathologische Anatomie und Physiologie [Virchows 
Arch.] 315, 326-340, 1948. 8 refs. 


The non-haemoglobin iron was estimated in liver and 
spleen histochemically and chemically in cases of acute 
and chronic infective disease (septicaemia, pneumonia, 
diphtheria, tuberculosis, and rheumatic fever). In no 
patient dying from the above-named infections was there 
either, an increase or a decrease in the iron content of the 
liver. 

A considerable increase (3 to 4 times) in the iron 
content of the spleen was found in some infections 
(septicaemia, pneumonia, tuberculosis). An increase in 
iron content of the spleen in diphtheria was not clearly 
demonstrated, while there was no increase in cases of 
rheumatic fever. Haemolysis after infection was con- 
sidered to be the most probable cause of increase of iron 
content of the spleen. The views of Heilmeyer (Heil- 
meyer and Plétner, Das Serumeisen und die Eisen- 
mangelkrankheit, Jena, 1937) on the connexion between 
serum-iron content and increase in iron content of the 
spleen in infections are discussed, but appear not to be 
supported by the authors’ findings. R. Schade 


1884. Two Basal Forms of Generalized Amyloidosis, 
with Special Reference to the Amyloid Kidney and 
Nephrosis. (Zwei Grundformen der allgemeinen Amyl- 
oidose, mit besonderer Beriicksichtigung der Amyloid- 
niere und Nephrose) 

A. TeRBRUGGEN. Virchows Archiv fur Pathologische 
Anatomie und Physiologie [Virchows Arch.] 315, 250-308, 
1948. 16 figs., bibliography. 


The author differentiates two basic forms of 
amyloidosis according to the naked-eye appearance of 
the spleen: (1) amyloidosis with diffuse waxy spleen; 
(2) amyloidosis with sago spleen. In cases of the latter 
type the lesions in the varying organs are as follows. 
The spleen shows follicular and perifollicular amyloid 
without amyloidosis of the central or trabecular arteries. 
The liver contains pericapillary amyloid with or without 
small amyloid deposits in its interlobular arteries, and 
the stomach and small intestine~contain pericapillary 
amyloid in the mucosa. In the adrenal there is minimal 
or moderate amyloid change. The small capsular 
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arteries are usually normal. In the kidney there is a 
small or moderate amount of glomerular amyloid without 
obliteration of the glomeruli; vasa afferentia contain 
amyloid but the arteries of the cortex do not. 

The type of amyloidosis with diffuse waxy spleen 
produces the following picture. In the liver the only 
amyloid is found in the interlobular arteries. The 
stomach mucosa is generally free from changes, but 
amyloid can usually be demonstrated in the submucosal 
arteries. The adrenal is grossly infiltrated by amyloid, 
with atrophy of parenchyma and amyloid of the capsular 
arteries. In the kidney there is massive glomerular 
amyloid with enlargement and obliteration of glomeruli. 
Vasa recti and arteries of cortex and boundary zone are 
affected by amyloid. 

It is thought that the sago-spleen type results from 
diseases which produce severe tissue destruction, such as 
exudative tuberculosis. The disease process may last 
for only a few years or even months. The diffuse waxy 
spleen type is associated with diseases producing little 


tissue destruction, the disease process lasting from 6 to | 


40 years (bronchiectasis, chronic suppuration, fibrosing 
tuberculosis). The sago-spleen type is never associated 
with renal insufficiency due to amyloid infiltration, while 
the other type leads to uraemia due to obliteration of 
glomeruli and is sometimes associated with increase in 
blood pressure and left ventricular hypertrophy. 
“ Nephrotic lesions ’’ are found in both types of amyloid- 
osis and are probably due to an upset in protein meta- 
bolism. The nephrosis of amyloid disease is not con- 
sidered to be a degenerative tubular nephropathy. 
Amyloidosis is the result of absorption of proteins from 
broken-down tissue and leucocytes, both of which act as 
antigen. The sago-spleen type js thought to be due to 
flooding of the blood with antigen, while the other type 
results from slow absorption of antigen. The author 
attempts to explain the two basic types of amyloidosis as 
conditioned by time and quantitative factors of an 
antigen-antibody reaction. Whether one or the other 
type develops depends on the character and duration of 
the underlying disease, on the rate of absorption of 
antigen and reaction of the organism as well as on the 
varying permeability of different sections of vessels. 
R. Schade 


1885. The Effect of Spontaneous and Artificially Induced 
Fever on Liver Function 

M. H. Hicks, H. P. Hott, J. L. GUERRANT, and B. S. 
LEAVELL. Journal of Clinical Investigation [J. clin. 
Invest.] 27, 580-587, Sept., 1948. 5 figs., 35 refs. 


In the University of Virginia Medical School the effect 
of fever on liver function has been studied by the cephalin— 
cholesterol and bromsulphalein clearance tests. The 
prothrombin time, total plasma protein value, icterus 
index, plasma bilirubin content, and red cell count 
showed no significant variation throughout. The 


_ investigation was carried out on 120 cases of acute infec- 


tive hepatitis, 100 patients with vivax malaria, 100 
patients with primary atypical pneumonia, and a miscel- 
laneous group of 51 who did not belong to the above 
groups and had not had infectious mononucleosis. No 


correlation between the height of the fever and the degree 
of flocculation of cephalin-cholesterol was apparent. 
but increasing retention of bromsulphalein followed 
rising temperature. This result was obtained both in 
cases of natural fever and with fever induced by intra- 
venous typhoid-paratyphoid vaccine and external heat. 
As it was still obtained when aminopyrine prevented the 
febrile response, the authors conclude that the diminished 
dye excretion is due to impaired liver function rather than 
to changes in the hepatic circulation. In further support 
of this they refer to reports of jaundice and liver damage 
after extreme hyperpyrexia. R. N. Johnston 


1886. The Active Principle in the Leukocytosis-promot- 
ing Factor of Exudates 


V. MENKIN. Blood [Blood] 3, 939-947, Aug., 1948. 
4 figs., 13 refs. 


The author’s earlier studies have shown.-that the leuco- 
cytosis accompanying inflammatory processes is induced 
by a factor which is liberated at the site of inflammation 
and which is associated with the pseudoglobulin fraction 
of the exudate. The leucocytosis-promoting factor 
(L.P.F.) used in the work here recorded was extracted from 
pleural exudates of dogs injected with turpentine. After 
storage for several months, the dried extract became 
insoluble in saline and lost its biological activity. How- 
ever, when this material was stirred with saline and 
centrifuged it appeared that the active principle was 


present in the supernatant fluid and that this had been 


split off as a soluble component from the now insoluble 
aged sample of L.P.F. Freshly prepared and still 
soluble L.P.F. was found to be inactivated by heating to 
100° C. for 30 to 35 minutes but not by tryptic digestion. 
Boiling of the dried soluble fraction of old L.P.F., on the 
contrary, failed to reduce its activity, and acid hydrolysis | 
showed a rise in the amino-acid nitrogen level, suggesting 
that the active principle is a relatively simple polypeptide 


which is attached to the pseudoglobulin of exudates 


when first extracted. Douglas H. Collins 


1887. The Mechanism of Parenchymatous Degeneration 
produced by Diphtheria Toxin 

G. PopsAK. Journal of Pathology and Bacteriology {J. 
Path. Bact.) 60, 75-85, Jan., 1948. 10 figs., 19 refs. - 


Parenchymatous degeneration of the liver and kidney 
produced in rabbits by the injection of diphtheria toxin 
was investigated histologically and chemically. Deter- 
mination of the water and electrolyte content of tissue 
and serum shows that in parenchymatous degeneration 
of the liver there is an increased water content, the 
excess being intracellular. The mechanism by which this 
intracellular oedema occurs has not been discovered. 
Increased cellular activity in the liver is indicated by a 
raised protein content and by nuclear division. Forty- | 
eight hours after small doses of toxin an “alarm” 
reaction occurs, differing in that there is a reduction of 
the extracellular space and distension of liver cells with 
glycogen. The kidney shows a slight increase in water 
content and a decrease in chloride and sodium levels. 
The calculations used for the liver are not applicable to 
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the kidney, because of the third or tubular phase and 
the excretion by the organ of water and electrolytes. 
It is suggested by histological analogy that in the kidney, 
too, cloudy swelling is accompanied by intracellular 
oedema. C. C. S. Pike 


I. Determination and Isolation 

R. J. Wrnzier, A. W. Devor, J. W. MEHL, and I. M. 
SmyTH. Journal of Clinical Investigation [J. clin. Invest.] 
27, 609-616, Sept., 1948. 1 fig., 34 refs. 


A mucoprotein (MP) which is not precipitated by 
0-6 molar perchloric acid and is precipitated by phos- 
photungstic acid was found in plasma. Considerably 
more was found in serum of patients with carcinoma, 
multiple myeloma, and Hodgkin’s disease than in normal 
serum. The ratio of tyrosine (estimated by Folin’s 
phenol reagent) to carbohydrate (by orcinol method) was 
the same in both. Three distinct components were found 
by electrophoresis of isolated MP. Carbohydrate, 
hexosamine, sulphur, and lipid content were high and 
nitrogen content was correspondingly low. No choles- 
terol was found. J. R..Marrack 


1889. Studies on the Mucoproteins of Human Plasma. 
II. Plasma Mucoprotein Levels in Cancer Patients 

R. J. Winzier and I. M. Smytu. Journal of Clinical 
Investigation [J. clin. Invest.) 27, 617-619, Sept., 1948 
2 figs., 13 refs. 


Mucoprotein was estimated by the tyrosine method in 
the plasma of 337 normal persons and 454 patients with 
carcinoma, mostly far advanced. Normal concentra- 
tions ranged from 1 to 4 mg. per 100 ml. (tyrosine 
content), average 2-7 mg.; in cases of carcinoma the 
range was 2 to 12 mg., average 6-1 mg. High concentra- 
tions were found in the plasma of patients with 
pneumonia. J. R. Marrack 


1890. Observations on the Fever Caused by Bacterial 
Pyrogens. I. A Study of the Relationship between the 
Fever Caused by Bacterial Pyrogens and the Fever 
Accompanying Acute Infections 

I. L. Bennett. Journal of Experimental Medicine {[J. 
exp. Med.} 88, 267-278, Sept. 1, 1948. 6 figs., 9 refs. 


In an investigation of the mechanism by which fever is 
produced in acute infections, experiments were carried 
out to determine whether animals which have recovered 
from such an infection show any tolerance to the subse- 
quent moculation of bacterial pyrogens. Rabbits were 
inoculated with living cultures of Type I pneumococcus 
or Bacterium coli, which produced a febrile disease lasting 
up to 8 days from which the majority of the animals 
recovered. The pyrexial response was recorded by 
measuring the area above normal level on the temperature 
chart, which was referred to as the fever index. Killed 
suspensions of Salmonella typhi and Bact. coli were used 
as the bacterial pyrogens; the dosage was adjusted to 
produce a marked pyrexial~response without any 
fatalities. Ina group of 45 rabbits given one injection of 


Salm. typhi suspension the fever index ranged from 92 
to 193; in 24 rabbits given one injection of Bact. coli the 
fever index ranged from 98 to 200. Daily injections of 
Salm. typhi pyrogen were given to 12 rabbits for 4 weeks; 
after the fourth day a pronounced tolerance to the pyrogen 
developed. After 4 weeks a test inoculation of Bact. 
coli showed-that the animals had become tolerant to this 
pyrogen also, the average fever index being 31-3. After 


a 3-weeks interval without treatment tolerance to both | 


pyrogens had disappeared. Similar results were. ob- 
tained in 12 rabbits treated with Bact. coli pyrogen for 
4 weeks. Ten rabbits which had survived pneumococcal 
infection were inoculated with Salm. typhi pyrogen 
24 hours after the temperature had become normal, 
and again after 3 weeks; no tolerance was seen (fever 
index 153). A similar group of animals showed no 
tolerance to Bact. coli pyrogen when tested in the same 
way (fever index 133 to 140). Twelve rabbits surviving 
acute infection with Bact. coli showed no tolerance to 
Salm. typhi pyrogen (fever index 161) or to Bact. coli 
pyrogen (fever index 166 to 168). No tolerance was 
seen in further experiments in which the dose of pyrogen 
was reduced to one-tenth. Twelve rabbits with Bact. 
coli peritonitis were given daily doses of Salm. typhi 
pyrogen diluted 1 in 10. In 7 survivors injection of the 
pyrogen one day after recovery from peritonitis showed 
the presence of tolerance (fever index 23), which dis- 


appeared 3 weeks later (fever index 90). A ‘similar | 
_ development of tolerance to Bact. coli pyrogen could be 


produced during the ccurse of Bact. coli peritonitis, 
which also disappeared after 3 weeks. In a discussion 


of the results it is suggested that the fever of Bact. coli. 


peritonitis is not due to the action of bacterial pyrogens, 
in view of the demonstrable absence of tolerance, but is 
more likely to be due to the presence of toxic products of 
tissue injury. D. J. Bauer 


1891. Observations on the Fever Caused by Bacterial 
Pyrogens. II. A Study of the Relationship ‘ between 
the Fevers Caused by Bacterial Pyrogens and by. the 
Intravenous Injection of the Sterile Exudates of Acute 
Inflammation 

I. L. Bennett. Journal of Experimental Medicine [J. 
exp. Med.] 88, 279-284, Sept. 1, 1948. 5 figs., 6 refs. 


Menkin has shown that sterile inflammatory éxudates 


contain a fever-producing substance referred to as- 


pyrexin. The exudates could, however, have become 
contaminated with bacterial pyrogens during the process 
of fractionation. If this were the case, tolerance should 
develop after repeated injections of the exudate, not only 
to the exudate itself but to the subsequent injection of a 
bacterial pyrogen, as the author has shown in the 
preceding paper (Abstract 1890). In the present work 
sterile exudates were produced in dogs by the intrapleural 
injection of turpentine. Fluid was withdrawn at intervals 
and injected into a rabbit to test for pyrogenicity, which 
usually developed by the eighth day. Exudates thus 
proved to be pyrogenic were inoculated into rabbits, and 
the temperatures were recorded every 30 minutes for 7 
hours. The temperatures rose to a peak at 14 to 2 hours, 
and fell to the initial level at 34 hours; the duration of 
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fever is thus shorter than the response to bacterial 
pyrogen, which lasts for 7 to 8 hours. Repeated daily 
doses of exudate given for 21 days failed to induce 
tolerance, the effect of the exudate thus differing from 
that of bacterial pyrogens. Six animals were made 
tolerant to typhoid pyrogen by 14 daily injections; 
exudate then inoculated on the fifteenth day produced a 
typical febrile response, showing that tolerance to 
bacterial pyrogen did not confer tolerance to the pyro- 
genic effect of the exudate; similar results were obtained 
from animals made tolerant to Bacterium coli pyrogen. 
In further experiments animals made tolerant to typhoid 
pyrogen were then given daily injections of exudate for 
21 days. On the twenty-second day typhoid pyrogen 
was inoculated, and was followed by a typical febrile 
response; the initial tolerance to bacterial pyrogen had 
thus died out during the period of 21 days and had not 
been maintained by the doses of exudate. The finding 
of Menkin that sterile exudates contain a pyrogen is thus 
confirmed, and it is further shown that this is unrelated 
to bacterial pyrogens. — D. J. Bauer 


1892. Mast Cells. Their Distribution -in Various 
Human Tissues 

J. JANEs and J. R. MCDONALD. Archives of Pathology 
[Arch. Path.] 45, 622-634, May, 1948. 3 figs., 24 refs. 


Mast cells were proved to be present in the subendo- 
thelial layer of synovial membranes, and their number 
to be increased in cases of chronic inflammation and 
tuberculosis. They were absent from cartilage, thyroid, 
kidneys, endometrium, umbilical cord, placenta, and 
scar tissue. They were more numerous in normal or 
acutely inflamed organs than in those affected by neo- 
plastic growths. The authors regard it as likely that mast 
cells secrete heparin, and that this substance is the anti- 
coagulant in synovial fluid. They indirectly confirm 
this assumption by recording that coagulation occurred 
in fluid from a haemarthrosis immediately after addition 
of protamine, a substance which is known to annul the 
action of heparin. R. Salm 
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1893. A Further Report on Yolk Sac Cultivation of 
Tumor Tissue 


A. TayLtor, N. CARMICHAEL, and T. Norris. Cancer - 


Research [Cancer Res.] 8, 264-269, June, 1948. 2 figs., 
8 refs. 


A detailed description is given of the authors’ method 
of propagating mouse and rat tumours in the yolk sac, 
including recent modifications. Selected pieces of 


tumour, freed so far as possible from connective tissue, , 


were minced, forced through wire mesh, suspended 
in 50% egg-white in saline, and injected into the yolk 
sac of eggs having a vascular area of 3-5 to 4:5 cm. 
diameter—that is, after 34 to 4 days’ incubation. Inocu- 
lated eggs were incubated at 37-2+-0-2° C., and removed 
from the incubator on the seventeenth or eighteenth day 
(13 or 14 days after inoculation), when multiple tumours 
were found attached to the yolk sac. Many mouse 


tumours, both sarcomata and carcinomata, and a few rat 
tumours have been carried through many “ passages ”’ by 
this method. The rate of growth of different tumours in 
eggs varied greatly, even between similar tumours 
derived from the same host strain, and was unrelated to 
growth rate in the parent host. Prolonged passage often 
produced improved growth in eggs, but no change either 
in histological appearance or in ability to grow in the 
parent host. 

Non-malignant tissue from the mouse or rat could not 
be maintained in the yolk sac beyond the first transplant; 
consequently egg-passaged tumours are considered by 
the authors to contain only malignant tissue supported by 
chick stroma. Effects on the chick embryo of tumour - 
growth in the yolk sac varied considerably. Embryo 
weight was generally reduced by 30 to 40%, sometimes 
more; this reduction was not always proportional to 
tumour weight. Embryo mortality varied from 30 to 
70%. One mouse mammary carcinoma, passaged 115 
times in eggs, produced an increasing chick mortality, 
with blistering of the chick epidermis, in the later 
passages. An account is given of a spontaneous mam- 
mary carcinoma of a C3H female mouse which grew 
exceptionally vigorously in eggs; a good deal faster than 
in mice. The weight of yolk-sac tumours averaged 
2:9 g., and occasionally reached 5 or 6 g. 

M. H. Salaman 


1894. Heterologous Transplantation of Cancer of Child- 
hood 

E. J. EtcHwaLp. Cancer Research [Cancer Res.] 8, 
273-277, June, 1948. 6 figs., 1 ref. 


Twenty-eight malignant tumours of children, most of 
them retroperitoneal embryomata and neuroblastomata, 
were inoculated into the anterior chambers of guinea- 
pigs’ eyes: 158 animals were used. Successful trans- 
plantation, as evidenced by vascularization and increase 
in size of the grafts, occurred in only 2 cases: a con- 
genital sarcoma (1 out of 18 guinea-pigs) and an em- 
bryoma of the kidney (1 out of 6 guinea-pigs). A 
second passage of the sarcoma was successful in | out 
of 5 guinea-pigs; a third was unsuccessful. 

H. Salaman 


1895. Induced Adenocarcinoma of the Stomach in Mice 
P. R. Peacock and S. Beck. Nature [Nature, Lond.] 
162, 252-253, Aug. 14, 1948. 7 refs. 


Cotton-seed oil, previously heated to 350°C. for 4 
hours, and croton oil were dissolved in ether-soap © 
solution and added daily to the drinking water of 48 
mice of a mixed stock; the water contained 1% of the 
heated cotton-seed oil and 0-1%, later reduced to 0-05%, 
of croton oil. Of 9 mice which survived for 18 months 
2 developed papillomata of the fore-stomach, and one 
died with a massive malignant tumour involving both 
parts of the stomach and including squamous papilloma 
in the fore-stomach and adenoacanthoma in the glandular 
stomach. In a repetition of the experiment tumours of 
the fore-stomach only were found. In a second series 
of experiments, 0-5% by weight of black pepper was 


92 
he 
of 
S; 
en 
ot, 
Lis 
er . : 
th 
b- 
or 
al 1 
il, 
er 
| | 


added to the powdered food and1% of heated cotton-seed 
oil in soap solution was added to the drinking water. 
Five mice survived for 16 months, when one died with a 
large ulcerated adenocarcinoma involving the pylorus 
and proximal part of the duodenum. Ina similar experi- 
ment with 12 mice no tumours were found in the 2 mice 
which survived more than 15 months. No gastric 
tumours were found in 309 mice of similar origin used in 
other experiments not involving known carcinogens. 
No known carcinogen was identified in heated fats and 
lipids. In the authors’ experience mice fed with known 
carcinogens often developed papilloma and carcinoma of 
the fore-stomach but not tumours of the glandular 
stomach. The 2 instances of carcinoma of the glandular 
stomach now reported could not be statistically assessed, 
but seemed more probably the result of the experiment 
than of chance. L. Foulds 


1896. Some Unusual Findings on the Carcinogenic 
Action of Urethane in Mice 

R. L. Nosite and M. J. Mizar. Nature [Nature, 
Lond.) 162, 253-254, Aug. 14, 1948. 3 refs. 


A single subcutaneous injection (0-1 ml. per 10 g. 
body weight) of a 25% solution of urethane in 5% zinc 
acetate was given to 7 young female mice of the Rockland 
Swiss albino strain. Rapid generalized enlargement of 
lymph nodes was observed in 2 mice after 3 months and 
4 months respectively. At necropsy 3 weeks later the 
usual lung tumours were present, together with extensive 
lymphosarcomata involving all lymph nodes, intestine, 
liver, and kidney. A third mouse had haemangio- 
endotheliomata as well as lung tumours 5 months after 
the injection. Spontaneous tumours of these types were 
not found in more than 100 mice of the same strain. 

Lungs containing multiple large adenomata induced 
by urethane administered 5 months previously were 
ground in saline and injected into normal mice. Six 
months later 2 out of 4 mice which received intrapleural 
injections and each of 4 which received subcutaneous 
injections had single or multiple lung adenomata. In 
another experiment the lungs from mice which had 
received a single subcutaneous injection of 5% urethane 


3, 6, or 24 hours previously were ground in saline and’ 


injected into normal mice, each mouse receiving the 
equivalent of one lung. Of 12 mice killed 5 to 6 months 
later 11 had single or multiple lung adenomata. When 
lungs from mice which had received three daily injections 
of urethane were used, 3 out of 4 injected mice developed 
lung adenomata. No lung adenomata were found in 3 
mice which received injections of lungs from normal mice. 

These preliminary results were so unusual that more 
extensive experiments are being carried out. 

L. Foulds 


1897. The Reducing Properties of Serum from Subjects 
with Malignant Disease 

W. C. Srapie. Science [Science] 108, 211, Aug. 27, 
1948. 2 refs. 


When it is heated with serum at pH 11 methylene blue 
is reduced. This reduction appears to be due entirely 
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to the formation of sulphide ion from the labile sulphur 
of the serum, but is catalysed by some other factor 
present in the serum. In a study of 315 sera from dif- 
ferent patients there was no significant relation between 
the reducing power of the serum and the presence or 
absence of malignancy. G. Discombe 


1898. Studies on Fractions of a Mouse Thymoma: Effect 
of Diet and Inhibiting Agents on the Lipid and Nucleic 
Acid Concentrations 

T. N. Warren and A. CHANUTIN. Journal of the 
National Cancer Institute [J. nat. Cancer Inst.] 9, 47-53, 
Aug., 1948. 2 figs., 21 refs. 


This is a study of the lipids and nucleic acid concentra- 
tions in the thymoma fractions in mice fed on various 
diets and treated with nitrogen mustard and urethane. 
The data indicate that the changes thus induced in the 
growth of the tumour do not affect the chemical patterns 
of the thymoma fractions. 

This thymoma is a large, rapidly growing lympho- 
sarcoma, which originated spontaneously in a dba 
(subline 212) mouse. Fourteen-day homologous trans- 
plants are firm and non-necrotic, while 20-day tumours 
are soft and necrotic and the hosts have a progressive 
lymphatic leukaemia. As a tumour inhibitor, urethane 
(0-5 mg. per g. body weight) was injected intraperi- 
toneally or methyl-bis(8-chloroethyl)amine hydrochloride 
(1 mg. per kilo body weight) was injected subcutaneously. 
Groups of mice were fed on a 25% casein diet, a choline- 
free 10% casein, or a stock diet. Eleven fractions of the 
stroma, lymphocyte nuclei, and saline-soluble proteins 
of the thymoma were analysed for total lipid carbon, 
phospholipid, cholesterol, and nucleic acid, but neither 
lipid nor nucleic acid concentrations of the thymoma 
fractions were affected by diet or tumour-inhibiting 
agents. Phospholipids were, however, present in greater 
concentrations than cholesterol in 9 of the 11 fractions. 
The “neutral fat’? concentration of the particulate 
matter of the cytoplasm was relatively high; the concen- 
trations of this constituent in the stroma were variable. 
Nucleic acid was present in each fraction. The fractions 
of reticular and lymphocytic nuclear origin were rich is 
desoxyribose nucleic acid. Fractions obtained from the 
cytoplasm contained a preponderance of ribose nucleic 
acid. G. M. Bonser 


1899. Experimental Pulmonary Arteriosclerosis 

C. V. Harrison. Journal of Pathology and Bacteriology 
[J. Path. Bact.) 60, 289-293, April, 1948. 11 figs., 
11 refs. 


Intravenous injections of 1 ml. of saline suspension of 
washed finely fragmented human fibrin clot (“* white” 
clot) were made twice weekly for 3 weeks into 10 rabbits. 
This was repeated 8 weeks after the initial injection, and 
during the second course 5 animals died; the injections 
were then stopped and the other 5 rabbits were killed at 
intervals up to 29 weeks. It was found that the clots 
produced multiple small pulmonary emboli; these were 
rapidly organized and the lumina of the vessels re- 
constituted. ' The vessels in which such lesions had 
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healed were left with marked fibro-elastic intimal 


‘thickening morphologically indistinguishable from some 


human arteriosclerosis. Fatty change was found in 
only one artery of one animal, and the authors claim that 
this was not unexpected, as the embolizing agent was a 
“‘ white ’’ clot, which does not usually undergo softening 
and a fatty degeneration as does the “ red” variety. 
The authors also found that embolism of the pulmonary 
arteries caused a suggestive temporary cardiac hyper- 
trophy, which resolved as the embolized vessels opened 
up. K. R. Hill 


1900. Observations in Guinea-pigs following Injection 
of Specific Hematopoietic Substances derived from 
Urines of Human Leukemic Subjects 

A. SAwiTsKy and L. M. Meyer. American Journal of 
Pathology [Amer. J. Path.] 24, 1117-1135, Sept., 1948. 
10 figs., 3 refs. 


Chloroform-ether-alcohol extracts of urine from 
patients with leukaemia were separated into carbinol and 
non-carbinol fractions and suspended in cotton-seed oil. 
Ether extracts were also prepared. Six animals had the 
chloroform and 5 the ether fraction from cases of 
lymphatic leukaemia. Altogether 8 animals showed 
lymphoid reaction and round-celled infiltration in 
various organs. Ten animals were given non-carbinol 
fractions from cases of myeloid leukaemia; the 6 receiv- 
ing the chloroform fractions showed severe myeloid 
reactions and 5 of them died. The macroscopical and 
histological lesions were essentially the same as those 
described in the previous paper (Abstracts of World 
Medicine, 1949, 5, 329), but the local-reactions were 
much more severe. 

The authors believe that the urine of patients with 
leukaemia contains substances which are extractable and 
capable of producing specific lesion in guinea-pigs. 
The lesions produced, however, are unlike those occurring 
in spontaneaqus leukaemia. E. Neumark 


1901. Experimental Coronary Sclerosis. I. Medial 
Degeneration as the Primary Lesion i in Coronary Sclerosis 
of Cockerels 

J. C. Paterson, S. J. SLINGER, and K. M. GArRTLEY. 
Archives of Pathology [Arch. Path.] 45, 306-318, March, 
1948. 10 figs., 6 refs. 


An account is given of a medial lesion discovered in the 
coronary arteries during a long-term study of the final 
stages of coronary sclerosis in white Leghorn and Barred 
Rock cockerels. 

The 225 day-old white Leghorn chicks, fed on the 
Starting ration until 14 weeks old, were subsequently 
divided into 2 groups, 100 being fed on the “ growing ”’ 
ration and 125 on the “ growing” ration plus 2% dry 
commercial cholesterol. After 11 months the cholesterol 
was discontinued. The birds were weighed regularly 
and cholesterol was estimated at monthly intervals. 
Birds were killed at intervals and the heart and aorta 
removed. If lesions were seen a single block from the 
apex of the most advanced lesion was prepared. If there 
was no obvious lesion, blocks were taken from the mid- 


ascending and mid-abdominal aorta. After fixation in 
4% formaldehyde, 4 transverse blocks of the upper two- 
thirds of the heart were taken, the first beginning at the 
auriculo-ventricular groove. Serial sections at 400 yu 
intervals were cut and stained with haematoxylin and 
eosin, and an occasional one with Weigert stain and with 
Herxheimer’s scarlet red for fat. 

The incidence of coronary sclerosis in the controls was 
approximately the same as in the cholesterol-fed birds, 
but sclerotic process in the plaques was accelerated by the 
cholesterol feeding. Careful examination of serial 
sections showed that the intimal changes are preceded by 
a degenerative lesion in the media. The latter consists of 
a hydropic type of degeneration in which the cells become 
vacuolated and the nuclei pyknotic. The internal 
elastic lamina is disrupted and there is an infiltration by 
small round cells. The authors fully discuss their 
results and conclude that cholesterol feeding merely 
accentuates the primary spontaneous atherosclerosis, 
an initial infective origin of which is- suggested by the 
presence of small round cells, not only in the vessel lesion 


‘itself but also in the myocardium. R. B. T. Baldwin 
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1902. Fat Necrosis of the Newborn. Report of a Case 
with Necrosis of the Subcutaneous and Visceral Fat 

C. M. Fiory, Archives of Pathology [Arch. Path.) 45, 
278-288, March, 1948. 3 figs., 11 refs. 


After a labour lasting 56 hours, an apparently normal 
white male infant was born to a Puerto Rican woman aged 
38 years. Apart from a mild degree of toxaemia the 
pregnancy (the fourth) was normal. On the day after 
delivery, the subcutaneous tissues of the infant’s back 
became diffusely swollen and pitted on pressure. In a 
few days the swelling subsided apart from a few remaining 
nodules. Six weeks after birth the child was re-admitted 
in a state of dehydration with diarrhoea, and died about a 
month later. At necropsy the subcutaneous fat, peri- 
renal fat, and fat around the ribs was firm and white and 
showed the typical histological appearances of fat necrosis 
with a foreign-body giant-cell reaction. There was also 
a subacute enteritis with focal ulceration of the ileum. 
Three similar cases have been described in the literature. 
In his comment, the author discusses terminology [at 
some length] and suggests that the terms subcutaneous 
fat necrosis, sclerema adiposum neonatorum, ahd 
sclerema neonatorum, all of which are used in the some- 


what confused literature on the subject, be replaced by the © 


term ‘“‘ fat necrosis of the newborn ”’. 
R. B. T. Baldwin 


1903. Pulmonary Emboli Composed of Contents of 
Amniotic Fluid 

E. R. JENNINGs and B. E. Storer. Archives of Pathology 
[Arch. Path.] 45, 616-621, May, 1948. 2 figs., 4 refs. 


The authors describe a fatal case of amniotic-fluid 
embolism which they regard as the fifteenth thus far 
recorded. The patient was a primigravida of 28 years. 
Shortly after the membranes had ruptured she suddenly 
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became dyspnoeic and cyanotic, and no blood-pressure 


readings were obtainable. She died 10 minutes later. 
Histologically the blood in many small pulmonary arteries 
and in the veins. of the ovarian plexus was found to be 
almost entirely replaced by epithelial squamae, mucus, 
leucocytes, granular debris, and an occasional lanugo 
hair. Analysing the data available, the authors point 
out that the sequence of events in this type of maternal 
death is rupture of the membranes, shock, delivery, and 
death, in most instances within a short time but occa- 
sionally some hours later, though it should be stressed 
that the outcome is not necessarily fatal. In the majority 
of cases strong or tetanoid uterine contractions preceded 
the collapse. This feature suggests that amniotic embo- 
lism is dependent on partial and premature separation of 
the placenta, the amniotic fluid being pressed into the 
maternal circulation by the uterine contractions. A 
test to confirm the diagnosis without resorting to post- 
mortem examination consists in centrifuging blood 
withdrawn from the inferior vena cava or right heart and 
examining the pale layer between serum and blood cells 
for mucus, squamae, granular debris, and leucocytes. 
R. Salm 


1904. Cholecystitis. A Study of Intramural Deposits of 
Lipids in Twenty-three Selected Cases 

R. E. WeEISMANN and J. R. MCDONALD. Archives of 
Pathology [Arch. Path.] 45, 639-657, May, 1948. 6 figs., 
38 refs. 


The authors examined 23 gall-bladders, in which they 
found that lipid deposits were present mainly in the 
subserous layer. Evidence is adduced that bile, con- 
taining lipids, penetrates to the subserous coat by means 
of the diverticula. Its presence results in a xanthomatous 
granulomatous reaction, or in fat necrosis, or in abscess 
formation. Cholesterol and cholesterol esters were 
chemically proved to be significantly increased in these 
conditions, with the exception of fat necrosis, in’ which 
fatty acids are most in evidence. The authors call atten- 
tion to the gall-bladder sinus or diverticulum, and stress 
that this is in many cases responsible for cholecystitis; 
they assume that chemical irritants rather than bacteria 
frequently give rise to inflammatory processes of the 
gall-bladder. R. Salm. 


1905. Coarctation of the Aorta and the Aortic Isthmuses 
J. L. Bremer. Archives of Pathology (Arch. Path.) 45, 
425-434, April, 1948. 4 figs., 6 refs. 


The two main types of coarctation—foetal and adult— 
are discussed. Many variations are shown to depend on 
the extent of the normal cranial migration of the left 
subclavian artery, or occasionally of the vertebral 
artery. Its counterpart on the right side is the right 
subclavian isthmus which the author was able to demon- 
strate in the rat. The latter is expanded by the con- 
stantly increasing volume of blood flowing through 
the growing artery, while the aortic isthmus lies in a 
relatively stagnant vascular section. The adult type of 
coarctation depends on the process of obliteration of the 
ductus Botalli involving the aorta. The foetal type 


depends on the volume of blood passing through the 
~stenosed part of the vessel: if that volume is small the 
normally present isthmus may persist. R. Salm 


1906. Dilatation of the Acini of the Pancreas. Incidence 
in Various Pathologic States © 

A. H. BaacGenstoss. Archives of Pathology [Arch. 
Path.} 45, 463-473, April, 1948. 3 figs., 21 refs. 


Dilatation of the acini of the pancreas was observed in 
a variety of conditions, but was more prevalent in cases 
of gastric carcinoma, obstruction of the small intestine, 
severe infection, and chronic ulcerative colitis. The 
possible causes of this phenomenon are discussed, the 
author listing the following: (1) inhibition of pan- 
creatic secretion, (2) stimulation of vagus or sympathetic 
nerves, (3) dehydration; and (4) malnutrition (protein 
deficiency). It is suggested that a congenital lack of 
secretin or an excess of secretinase may be responsible 
for fibrocystic disease of the pancreas. R. Salm 


1907. Silicosis of the Mediastinal Lymph Nodes and its 
Complications. (Ober die Silicosis der mediastinalen 
Lymphknoten und ihre Komplikationen) 

F. Letcuer. Virchows Archiv fiir Pathologische Anatomie 
und Physiologie [Virchows Arch.] 315, 341-374, 1948. 
7 figs., 18 refs. 


Of 4,000 consecutive necropsies at the Pathology 
Institute, Solingen, 2,018 were on males over 30 years of 
age. Of these 277 (13-7%) actually revealed silicotic 
changes; 21. subjects (7-6%) suffered from isolated 
lymph-node silicosis, 125 (45:1%) from pulmonary 
silicosis (first degree severity), 47 (16-99%) from pul- 
monary silicosis (second degree), and 84 (30-3%) from 
pulmonary silicosis (third degree). Out of 99 deaths 
directly caused by silicosis 50 were due to silico-tubercu- 
losis, 30 to severe pulmonary silicosis, and 19 to lymph- 
node silicosis with complications. Silicotic scarring of 
the mediastinal lymph nodes nearly always precedes the 
lung changes due to dust inhalation and appears to be a 
necessary factor for the occurrence of severe pulmonary 
silicosis. 

By, the formation of adhesions to the oesophagus and 
shrinkage of the silicotic lymph nodes oesophageal 
traction diverticula and even fistulous perforations 
developed in 51 cases. Traction diverticula resulting 
from tuberculous lesions or anthracosis were only 
observed 21 times. Oesophageal traction diverticula 
of silicotic origin occur above and below the tracheal 
bifurcation. Multiple diverticula have often been 
observed. Non-silicotic traction diverticula are usually 
single and localized to the region of the bifurcation of the 
trachea. The direction of perforation and the over- 
whelming participation of the right lung in the complica- 
tions are conditioned by mediastinal topography. 

Besides the frequent development of diverticula with 
secondary fistula formation and softening of the silicotic 
nodes, primary softening with broad perforation into 
neighbouring organs, especially the main bronchi, may 
occur. The perforations are followed by abscess forma- 
tion or gangrenous pneumonia, bronchiectasis, empyema, 
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pericarditis, or fatal haemorrhage. Perforations are 
fatal within 4 weeks, rarely longer. R. Schade 


1908. Paracoccidioidal Granulomatosis. Cardiac Locali- 
zation in a Case of Generalized Form 

L. pA CuNHA Motta. American Journal of Pathology 
[Amer. J. Path.] 24, 323-337, March, 1948. 12 figs., 
20 refs. 


The authors claim to report for the first time specific 


cardiac lesions in a case of paracoccidioidal granuloma- 


tosis (Brazilian or South American blastomycosis). 
The myocardial lesions show several stages of .develop- 
ment. At first a conglomerate of small parasites within 
a muscle fibre destroys it (without any apparent inflam- 
matory reaction); later there is a fully developed granu- 
lomatous nodule of mononuclears, epithelioid cells, and 
macrophages with early peripheral fibrosis. The epi- 
cardium is also affected. The primary infection was in 
the tonsils, pharynx, and larynx and terminally there was 
an acute haematogenous dissemination causing granulo- 
matous lesions in the lung, liver, spleen, pancreas, skin, 
and kidneys (focal nephritis). The authors were able to 
demonstrate histologically the reproduction of the 
parasite within the circulating blood. Lymph nodes 
and the splenic lymphatic follicles were also involved. 

K. R. Hill 


1909. Systemic North American Blastomycosis. Report 
of a Case with Cultural Studies of the Etiologic Agent and 
Observations on the Effect of Streptomycin and Penicillin 
in vitro 

M. L. LitrmMan, E. H. Wicker, and A. S. WARREN. 
American Journal of Pathology — J. Path.| 2A, 
339-365, March, 1948. 11 figs., 19 


A case of fatal North American blastomycosis pre- 
sented, on autopsy, involvement of the skin, subcutaneous 
tissues, lungs, liver, spleen, kidneys, prostate, bone, 
meninges, superior sagittal sinus, and brain. Histo- 


pathologic examination showed widespread abscesses - 


and granulomatous foci in which the polymorphonuclear 
neutrophil was the predominating inflammatory cell. 
Cultures isolated from exudates and from organs 
obtained at autopsy were identified as Blastomyces 
dermatitidis. Two strains of B. dermatitidis were found 
to be resistant to streptomycin and penicillin in concen- 
trations up to 200 units per cc. For this reason it is not 
likely that either of these antibiotics will prove effective 
in the clinical treatment of North American blasto- 
mycosis.—{From the authors’ summary.] 


1910. The Pathology of Gargoylism. Report of a Case 
and Review of the Literature 

L. Srrauss. American Journal of Pathology [Amer. J, 
Path.} 24, 855-887, July, 1948. 17 figs., bibliography. 


This case of gargoylism is the hundred and nineteenth 
reported, and the sixteenth in which necropsy was carried 
out. The syndrome is characterized by skeletal de- 
formities, corneal opacity, enlargement of liver and 
spleen, and mental deficiency. It is familial, and an 


‘does the functional disability. 


incomplete form, with unaffected cornea, is possibly 
confined to males. The hepatomegaly is associated 
with vacuolation of both liver and Kupffer cells which 
only in very small part is due to fatty degeneration. The 
splenomegaly is associated with vacuolation of the sinus 
endothelium. The corneal opacity is due to the presence 
of foamy cells in Bowman’s membrane. The author | 
finds similar foamy cells in diseased connective tissues of 
other parts—for example, in the skeleton [deformities 
occur and growth is retarded] and in the cardiovascular 
system [sudden death is often reported]. Proliferation of 
these foamy cells, which are probably fibroblastic, is 
accompanied by an increase of collagen, and often takes 
place at the expense of pre-existing tissue. They are 
numerous in the thickened cardiac valves and focally 
in the myocardial connective tissue; they also occur 
in intimal and medial thickenings of the aorta and other. 
arteries. In bones they are found in the periosteum, 
and in the epiphyses where the narrowed zone of proli- 
ferating cartilage is replaced by granulation tissue. 


The hydrocephalus (present in 6 of the 16 cases which 


were examined post mortem) results from bone changes 
compressing the fourth ventricle. The mental deficiency 
is associated with fatty degeneration of ballooned nerve 
cells similar to that which occurs in amaurotic idiocy, 
infantile Gaucher’s disease, and Niemann-Pick disease. 
These nerve changes are probably secondary, and unlike 
the vacuolation of the liver and connective-tissue cells 
which is not due to fat [or to glycogen or mucus]. 
Whether gargoylism is a metabolic storage disease 
remains uncertain, but further chemical investigations 
are being carried out in this case. D. M. Pryce 


1911. Congenital Alveolar Dysplasia of the Lungs 
H. E. MACMAHON. American Journal of Pathology 
[Amer. J. Path.] 24, 919-931, July, 1948. 6 figs., 3 refs. 


In congenital alveolar dysplasia the lung is firm as in 
atelectasis, but larger. This is because, although the 
alveoli are fewer, the connective tissue is increased. 
What alveoli exist may be atelectatic, expanded, or over- . 
expanded. The condition occurs in various degrees, as 
It is much less common 
than atelectasis, for which, however, it is almost always 
mistaken. D. M. Pryce 
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1912. The Biliary Excretion of Bromsulfalein as a Test 
of Liver Function in a Group of Patients Following 
Hepatitis or Serum Jaundice 

C. W. Wirts and B. K. BRADForD. Journal of Clinical 
Investigation [J. clin. Invest.] 27, 600-608, Sept., 1948. 
4 figs., 32 refs. ~ 


The authors report a 3-month follow-up study of 
excretion of bromsulphalein in the bile of 25 patients 
convalescing from hepatitis, when the results of other 
liver function routine tests were normal or equivocal. 
_ With-this test a minimum to moderate impairment of 
hepatic function was shown to return to normal in only 
15 cases. Biopsy examination of the liver was not 
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carried out but reference is made to several investigations 
in this field. Mallory’s histological study of the liver in 
40 patients convalescent from infective hepatitis with 
persistence of symptoms revealed only 15 livers as normal. 
It is concluded that the study of bromsulphalein excretion 
in the bile is of considerable help in detecting minimal 
hepatic dysfunction. [This is an important problem and 
a more extended trial of this test is clearly indicated.] 
R. N. Johnston 


1913. Studies on Amino Acid Metabolism. II. Blood 
Glycine and Total Amino Acids in Various Pathological 
Conditions, with Observations on ‘the Effects of Intra- 
venously Administered Glycine 

A. De Vries and B. ALEXANDER. Journal of Clinical 
Investigation [J. clin. Invest.) 27, 655-664, Sept., 1948. 
2 figs., bibliography. 


This work gives an analysis of the amount of glycine 
and total «-amino nitrogen present in the blood of 
patients with various diseases. The effects of intra- 
venous administration of glycine are also discussed. 

The concentration of glycine was measured by two 
methods, duplicate determinations being made for each 
value given. The principle of the first method was the 
conversion of glycine by ninhydrin into formaldehyde, 
which is then estimated by allowing it to react with 
chromotropic acid (1 : 8-dihydroxynaphthalene-3 : 6- 
disulphonic acid), forming a coloured compound the 


absorption curve of which is known. The principle of » 


the second method was the liberation of carbon dioxide 
from the carboxyl groups by a short-time reaction with 
ninhydrin, the carbon dioxide being measured in the Van 
Slyke—Neill manometric apparatus. 

A tendency towards high glycine values in the blood 
was found in some cases of the following disorders; 
acute infective hepatitis and cirrhosis of the liver, chronic 
glomerulonephritis and renal insufficiency, malnutrition, 
cretinism (untreated), chronic myelogenous leukaemia, 
myasthenia gravis (one case), ruptured intervertebral 

_ disk (one case), carcinoma of the pancreas (one case). 
Low glycine values were found in subacute yellow 


atrophy, hyperthyroidism with myopathy, ulcerative: 


colitis, and rheumatoid arthritis. The intravenous 
administration of glycine resulted in a rapid rise and 
subsequent decline in glycine concentration in both 
plasma and red cells. Clearance of the glycine from the 
plasma was abnormally rapid in rheumatoid arthritis, 
and since the urinary loss was slight an undue avidity of 
the tissues for this amino-acid is suggested. 
R. P. Foggie 


1914. Studies on Amino Acid Metabolism. III. Plasma 
Glycine Concentration and Hippuric Acid Formation 
Following the Ingestion of Benzoate 

A. De Vries and B. ALEXANDER. Journal of Clinical 
Investigation [J. clin. Invest.] 27, 665-668, Sept., 1948. 
1 fig., 16 refs. 


The conjugation of benzoic acid with glycine to form 
hippuric acid has been shown to take place in the liver 
and kidney. The urinary output of hippuric acid after 


the administration of benzoate is used to measure this 
aspect of hepatic function. 

The experiments described in this work were planned 
to show whether decrease in hippuric acid formation is 
due to hepatic or renal dysfunction, or whether it could 
result from an inadequate supply of glycine. In 10 out 
of 11 experiments the administration of sodium benzoate 
resulted in a decrease in glycine concentration in plasma. 
In one case, with subnormal hippuric acid secretion, the 


_ glycine concentration in plasma remained unaltered. If 


glycine was given with the benzoate, or even the night 
before, the output of hippuric acid was larger. Increas- 
ing the dose of benzoate (from 6 to 10 g.) resulted in a 
larger hippuric acid secretion and a greater absolute fall 
in plasma glycine level. The. results of the experiments 
indicate that the rate of conjugation of benzoate with 
glycine depends to some extent on both the dose of ben- 
zoate and the availability of glycine in the body. To 
obviate these factors in hippuric acid studies of liver 
function, the authors suggest the administration of the 
benzoate in doses determined by the body weight or 
surface area, and of the amino-acid before or with the 
benzoate in at least a chemically equivalent amount. 
R. P. Foggie 


1915. Studies in Methionine and Sulfur Metabolism. 
I. The Fate of Intravenously Administered Methionine, in 
Normal Individuals and in Patients with Liver Damage 

L. W. KInseLt, H. A. Harper, H. C. Barton, M. E. 
HutTcuin, and J. R. Hess. Journal of Clinical Investiga- 
tion [J. clin. Invest.] 27, 677-688, Sept., 1948. 8 figs., 
14 refs. 


This work is a study of amino-acid metabolism in the 
normal subject and in patients with hepatic disease, 
methionine being selected as the amino-acid to be 
investigated. 

In the experiments a standard dose (1:5 g.) of DL- 
methionine was administered intravenously. Observa- 
tions were then made on the rate of disappearance of the 
amino-acid from the plasma, together with its urinary 


excretion. Methionine was determined microbiologically, — 


both in plasma and in urine, with Leuconostoc mes- 
enteroides, P-60, as the test organism for the assay of 
L-methionine, and Lactobacillus fermenti, 36, for the 
assay of DL-methionine, D-methionine concentrations 
being determined by the difference. Total and ethereal 
sulphates present in the urine were also estimated chemi- 
cally, sulphur being present in the molecule of this 
amino-acid. 

In the normal subject, there was a rapid initial diffusion 
of the amino-acid into extravascular spaces, followed by 
a slow steady fall in L-methionine concentration in the 
plasma presumably due to utilization of the amino-acid 
by the tissues. Negligible amounts of L-methionine 
were excreted in the urine. No consistent pattern for the 
D-isomer either as regards rates of disappearance from 
the plasma or as regards excretion could be detected. 
Hence the L-form only was considered in evaluation of 


metabolic abnormalities in hepatic disease. In acute — 


hepatitis the average rate of disappearance of methionine 
from the plasma was slower than normal. The urinary 
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excretion of the amino-acid was not affected. As 
convalescence progressed, the rate of disappearance of 
administered .L-methionine became normal or super- 
normal. In chronic hepatitis the rate of disappearance 
of plasma methionine was normal except for one case. 
In chronic liver damage or cirrhosis of the liver the 
methionine in the plasma disappeared at a slower rate 
than in the healthy subject. The excretion in the urine 
showed no significant difference from the normal. 
Amounts of urinary sulphates during 3 hours after the 
methionine injection showed little change, and the 
authors consider that no significant catabolism of the 
amino-acid occurred in any subject. 

The evidence suggests that the utilization of methionine 
is influenced somewhat by impairment of liver function. 
The experiments also indicate that the renal physiology 
of t-methionine is not significantly altered by acute or 
chronic liver damage. ‘R. P. Foggie 


1916. Determination of the Number of Red Blood 
Corpuscles by Means of the Photo-electric Colorimeter. 
(Bepaling van het aantal rode bloedlichaampjes met 
behulp van een photo-electrische colorimeter) 


-J. H. P. Jonxis. Nederlandsch Tijdschrift voor Genees- 


kunde (Ned. Tijdschr. Geneesk.| 92, 2024-2026, July 3, 
1948. 1 fig., 1 ref. 


In this method the number of erythrocytes is deter- 
mined by measuring the extinction point of a suspension 
(diluted 200 times with 2-5% sodium chloride) with a 
photoelectric colorimeter. The blood is diluted with 
hypertonic saline solution in order to obtain a uniform 
diameter for the erythrocytes. A wave length of 650 mu 
is used to eliminate absorption by oxyhaemoglobin. 
The extinction is directly proportional to the number of 
erythrocytes. The erythrocytes can be counted to 
within +100,000 per c.mm. 

L. Nanninga (Excerpta Medica) 


1917. Erythrocyte Sedimentation Velocity (B.S.R.) in 
Normal Pregnancy 

E. OperMER. Journal of Obstetrics and Gynaecology of 
the British Empire (J. Obstet. Gynaec. Brit. Emp.) 55, 
464-469, Aug., 1948. 2 figs., 11 refs. 


The author has examined 88 normal women at 4- 
weekly periods throughout pregnancy by his simple 
micro-method, utilizing blood taken from a finger prick 
and drawn into a capillary tube. He accepts as normal 
readings figures of 4 mm. in 15 minutes, 10 mm. in 30 
minutes, and 25 mm. in 60 minutes, taken at body tem- 
perature in the waistcoat pocket or incubator. No 


’ correction is required when the red blood count lies 


between 4,000,000 and 5,500,000 per c.mm. His results 


show that the erythrocyte sedimentation rate is slightly 


increased at the fifth week of pregnancy, and rises to a 
maximum at the fortieth week ; after labour it falls sharply, 
reaching almost to the normal level by the fourth week. 
A case is recorded in which a steep fall in the sedimenta- 
tion rate had occurred at the thirty-seventh week. 
Labour was subsequently induced, and a stillborn infant 
which had apparently died in utero about the thirty- 


fourth week was delivered. There were no clinical 
grounds for suspecting any abnormality in the pregnancy. 
E. T. Ruston 


1918. Haemostasis with an Easily Prepared Stable 
Thrombin Solution 


L. A. STERNBERGER. Journal of Clinical Pathology [J. 
clin, Path.) 1, 229-231, Aug., 1948. 13 refs. 


By a method based on the author’s previous finding 


that the antithrombic activity of plasma can be specifi- 


cally suppressed by dilute ethyl alcohol a stable prepara- 
tion of thrombin has been obtained. This was co- 
precipitated with acacia and used in this form. Clinical 
trials during 20 tonsillectomies and 8 cases of Caldwell— 
Luc operation on the maxillary sinus have proved the 
effectiveness of the preparation. The method of isola- 
tion is simple and can be carried out in any laboratory. 
[For full details the original paper should be consulted.] 
G. Calcutt 


1919. Factors in the Use of Mercuric Bichloride for 


Biologic Studies. With Especial Reference to Blood 
Counts 


E. H. Tompkins. Journal of Laboratory and Clinical | 


_ Medicine [J. Lab. clin. Med.) 33, 1094-1109, Sept., 1948. 


2 figs., 17 refs. 


Clumping of cells during blood counts sometimes 
occurs when Hayem’s solution is used; the authors 
attempted to find the reasons for this, and to modify the 
solution in such a way as to avoid this danger. It was 
found that the clumping was due to the reactions of the 
mercuric bichloride as a tissue fixative with the cells and 
plasma. These reactions are regulated by: (1) the con- 
centration of bichloride, (2) the relation of the diluent 
to the isoelectric points of the erythrocytic contents and 
of the plasma proteins, and (3) the colloidal activities of 
intact erythrocytes. 

When dilute, mercuric bichloride may cause lysis; 
when concentrated enough it causes colloidal aggregation 
and/or agglutination of the erythrocytes and precipita- 
tion of proteins, depending upon the pH. With Jérgen- 
son’s solution containing 25% of its normal amount of 
mercuric bichloride lysis occurs at pH 5-5 to 7-0, and lysis 
and a positive reaction (agglutination, aggregation, or 
clumping) at pH 7-5: at higher pH values a positive ~ 
reaction takes place without lysis. If the mercuric 
bichloride is increased to 125%, lysis and a positive 
reaction take place at pH 4-0 to 4-5, there is no visible 
reaction in the range pH 5-0 to 6:5, and a positive reac- 
tion alone occurs at pH 8-0 to 8-5. Addition of gelatin 
to the diluent protects the cells from lysis and aggregation 
at levels of pH below 7-0, but does not affect the precipita- 
tion of proteins. Aggregation of the erythrocytes and 
precipitation of the proteins are independent of each 
other; when they accompany each other clumping 
occurs. These findings are discussed in relation to the 
phenomena of lysis, precipitation, and agglutination, 
diagnostic and therapeutic measures, and the differential 
responses of tissues to fixation and staining. 

A. W. H. Foxell 
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Microbiology 


VIRUSES 


1920. Oligodynamic Action of Metallic Elements and of 
Metal Alloys on Certain Bacteria and Viruses. I. In 
vitro Observations 

C. F. McKuann, H. J. Carison, and H. DouGLas. 
Pediatrics [Pediatrics] 2, 272-289, Sept., 1948. 32 refs. 


Many -metallic elements have been observed to inhibit 
the growth of bacteria and to inactivate enzymes. 
Practical application of such activity of metals has been 
made in the purification of water and in the preservation 
of tomato juice, of cider, and of hides. Metallic lead, 
cadmium, and mercury exert an oligodynamic action at 
varying distances from micro-organisms, apparently as 
the result of solution of small amounts of individual ions 
in the medium. 

The effect of 39 metallic elements and 20 metal alloys 
on the growth of various bacteria and fungi was demon- 
strated by placing the metals in solid or powder form on 
the surface of seeded agar. The results with each metal 
are given in detail in tables and may be consulted by those 
interested. There appeared to be some correlation of 
the oligodynamic activity on micro-organisms of metallic 
elements with their place in the periodic table. Copper 
and silver of group I were active against many of the 
representative types of organisms while gold was without 
apparent effect. The exception was cobalt in group VIII 
which was active against most of the micro-organisms 
whereas the other metal elements in this group were only 

‘active against an occasional species. 

Several metallic elements and metal alloys had an 
oligodynamic action on the PR 8 strain of influenza 
virus A when tested by mouse inoculation. Contact 
with brass, which contained 70% copper and 30% zinc, 
seemed to inactivate the virus completely in 3 hours while 
the virus activity was greatly reduced after 14 hours’ 
contact with the metal. Significant effects were also 
obtained with osmium and rhenium. The results of 
injection of metal-treated virus suspensions into the 
chick embryo failed to correlate in several instances with 
the results obtained with similarly treated suspensions 
in mice. Only one element, rhenium, exerted a definite 
effect on the Lansing strain of poliomyelitis virus. 
Partial inactivation followed contact of virus with fresh 
metallic rhenium powder. F. O. MacCallum 


1921. Inhibition of Growth of the Vaccinia Virus by 
B-2-Thienylalanine and its Reversal by Phenylalanine 

R. L. THompson and M. L. Witkin. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N.Y.] 68, 434-436, July—Aug., 1948. 
6 refs. 


It has already been shown that f-2-thienylalanine will 


inhibit the growth of certain micro-organisms—for 


example, Bacterium coli—and that this inhibition is 
counteracted by phenylalanine. Thompson has pre- 
viously found that the growth of vaccinia virus in chicken 
embryo tissue culture can be inhibited by a number of 
substituted amino-acids. In this type of culture it was 
found that a final concentration of thienylalanine of 
5x10-* produced a reduction in the concentration of 
virus. This action of thienylalanine was neutralized by 
adding phenylalanine until the concentration was 20 
parts of the former to 1 of the latter. Although thienyla- 
lanine and methionine have a similar chemical struc- 


. ture, the latter did not neutralize the toxic effect of the 


former when the relative concentrations were 10 to 1. 
F. O. MacCallum 


1922. Growth of Neurotropic Viruses in Extraneural 
Tissues. I. MM Virus in the Feet of Hamsters 

C. A. Evans and V. C. CHAMBERS. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N.Y.] 68, 436-442, July-Aug., 1948. 
1 fig., 33 refs. 


The MM virus of Jungeblut and Dalldorf (Amer. J. 
publ. Hith, 1943, 33, 169) has many of the characters of 
the more virulent encephalitis viruses when injected into 
rodents. The authors found that the virus grew in the 
tissues of the foot of the hamster after inoculation into 
the pad. They did not determine whether the growth 
occurred in subcutaneous tissue, muscle, or nerve-endings. 
Following inoculation in the pad the virus multiplies 


locally, and as cells become necrotic passes to the regional 


lymph node, then to the blood and viscera and central 
nervous system. F. O. MacCallum 


1923. The Mechanism of Egg-White Inhibition of Hem- 
agglutination by Swine Influenza Virus 


-F, LANNi and J. W. Bearp. Proceedings of the Society 
for Experimental Biology and Medicine [Proc. Soc. exp. 


Biol., N.Y.] 68, 442-448, July—-Aug., 1948. 
12 refs. 


Egg white has been found to inhibit haemagglutination 
due to swine influenza virus. Heated preparations of 
virus and aged formolized vaccines are inhibited to much 
greater titres than fresh preparations containing active 
virus. The inhibition is considerably reduced by treating 
egg white with periodate. The inhibition factor of egg 
white is then closely similar to the inhibition of influenza 
B in normal human and animal sera described by 
Francis (J. exp. Med., 1947, 85, 1). 

The authors have carried out experiments in which they 
used a Sharples concentrate of allantoic fluid with strain 
15 of swine influenza virus with a high content of active 
virus, and a formolized vaccine prepared from Sharples 
concentrate four years previously and stored in the 
fluid state at +4°C. It was shown that the order of 


1 fig., 
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adding the reagents had a marked influence on the 
resulting titre for the inhibitory activity of egg white. 
When red blood cells were mixed first with egg white the 
inhibitory titre was the same when ‘the virus (vaccine 
preparation) was added afterwards at intervals up to 2 
hours. But when vaccine and egg white were mixed first, 
followed at varying intervals by the red-cell suspension, 
the inhibitory titre increased rapidly and stabilized after 
30 minutes at a level 25 times higher. This suggested 
that the inhibitor acted by combination with the virus 
and not through any effect on red cells. When egg white 
inhibitor was titrated against the active untreated virus, 
preliminary incubation of egg white and virus before 
addition of cells led to a progressive decrease in inhibi- 
tory titre, thus indicating that active virus will destroy 
the inhibitor.. Mixtures of egg white and active virus 
were made, and after varying intervals serial dilutions of 
incubated mixture were titrated against vaccine haem- 
agglutinin. The active virus was found to destroy the 
inhibitor of vaccine haemagglutinin, and this effect was 
abolished by immune but not by normal pig serum. 
Furthermore, following its destruction of the inhibitor 

active virus regained its full haemagglutinative titre. 
These experiments indicate that a factor on the red-cell 
surface and another in egg white compete for combina- 
tion with virus, and that fresh live virus is able to inacti- 
vate the factor in egg white in the manner of an enzyme 
while a killed aged preparation of virus remains firmly 
bound to the inhibitor after combination. — 
: A. P. Goffe 


1924. Use of Formalin-treated Red Cells for the Study 
of Influenza A Virus Hemagglutinating Activity 

J. A. Fuck. Proceedings of the Society for Experimental 
Biology and Medicine [Proc. Soc. exp. Biol., N.Y.] 68, 
448-450, July—Aug., 1948. 8 refs. 


Human red cells in 25% suspension treated with 4 to 
20% formaldehyde for 48 hours and washed with saline 
or water form a brown suspension stable at 4° C. for 
up to 2 years at least. These cells adsorb and elute 
influenza A virus in the same way as fresh, cells. In- 
fluenza virus haemagglutinin can be titrated by turbido- 
metric methods, but not by pattern reactions, as the cells 
tend to be cohesive at the weak concentrations used. 
The cells must be diluted in buffer, as they possess negli- 
gible intrinsic buffering action. Their marked resistance 
to haemolysis makes them suitable for the study of 
electrolyte free systems. A particular application for 
these cells appears to be in the purification of influenza 
virus by adsorption and subsequent elution. As 
intracellular constituents are not released into the suspen- 
sion on elution, greater purification is achieved than when 
fresh cells are used. A. P. Goffe 


1925. The Influence of Relative Humidity on the Infec- 
tivity of Air-borne Influenza A Virus (PR 8 Strain) 

W. Lester. Journal of Experimental Medicine [J. exp. 
Med.) 88, 361-368, Sept. 1, 1948. 1 fig., 6 refs. 


The PR 8 strain of influenza A virus has been passed 
through 97 generations in mice; mouse lung suspension 
M—20 


was used, dispersed into the atmosphere of an experi- 
mental room where mice were exposed at precisely 
controlled temperatures and relative humidities. A 
Graeser atomizer, calibrated to deliver droplets of median 
diameter 1-5 yz, was employed for dispersal. Much 
sharper and more reproducible end-points are obtained 
than with intranasal instillation under anaesthesia, 
although the titres are between 10-2 and 10-* higher with 
the latter method, if the weight of suspension inhaled 
in each method is used for calculation. 

A series of experiments was carried out with a single 
pool of 10% mouse lung suspension whose titre remained | 
constant throughout the series; 0-82 to 0-85 g. of the 
suspension atomized into 640 cu. ft. (18-1 cu. m.) 
regularly caused death from influenza of all mice exposed 
for 15 minutes at relative humidities (R.H.) below 30%. 
Between R.H. 45% and 60%, only 22:5% of mice died. 
At R.H. 70% the mortality was 75%, and above R.H. 
80% it was again 100%. Even when the amount of. 
suspension atomized was increased to 2:91 g. the mortality 
at R.H. 50% was only increased to 52:5%. It was 
thought that the salt content of the droplets might alter 
infectivity; accordingly the suspension was first dialysed 
and then atomized. When 0-77 g. of dialysed suspension 
was atomized at R.H. 50% the mortality returned to 
100%. 

[Two factors to be considered in seeking an explana- 
tion of these results are: (1) the rate of inactivation of 
virus: by salt under different conditions of moisture; 
(2) the physical conditions governing the stability of the 
atomized particles at different R.H. Edward et al. 
(J. Hyg., Camb., 1943, 43, 1) in similar experiments 
found that rapid drying of the particles occurred at low 
R.H. with formation of a stable suspension of droplet 
nuclei of high infectivity, while at higher R.H. rapid 
sedimentation of the particles accounted entirely for their 
lower infectivity. The present authors employed a fan 
to distribute the suspension through the infecting room; 
the rate of settling may well have been different, but 
unfortunately was not investigated. The amount of virus 
actually deposited on the respiratory epithelium as 
opposed to the amount inhaled might also vary with 

“R.H. It is hoped that further experiments will be 
carried out before epidemiological conclusions are drawn 
from these results.] A. P. Goffe 


1926. Agglutinations of Red Blood Cells of Different 
Animal Species by Influenza and Newcastle Disease Viruses 
C. M. Cuu. Journal of Hygiene [J. Hyg., Camb.] 46, 
239-246, Sept., 1948. 17 refs. 


The haemagglutination titres of influenza A and B, 
swine influenza, and Newcastle disease (N.D.V.) viruses 
were estimated against the erythrocytes of 17 animal 
species. The tests were carried out at room temperature 
and results were read after 60 and 90 minutes. Cells of 
fowl, duck, jackdaw, man, guinea-pig, rat, ferret, and dog 
were agglutinated to high titre; those of rabbit, mouse, 
cat, pig, ox, sheep, and goat to a low titre or not at all. 
All four viruses gave similar results except that N.D.V. 
gave low titres with human and ferret cells and-a high 
titre with mouse cells. Heating to 56° C. for 30 minutes 


i 
y 


destroyed the haemagglutinin of swine influenza but only 
slightly affected the haemagglutinin of influenza A and B 
viruses. This degree of heating of the latter two viruses 
increased their haemagglutination of ox, sheep, goat, and 
pig cells from 2-fold to 12-fold. This enhancement of 
agglutination by heat was noted with purified prepara- 
tions of virus; heating to 70° C. completely destroyed all 
haemagglutinins. Purified N.D.V. agglutinated to a 
fairly high titre ferret, cat, pig, horse, ox, sheep, and goat 
cells, which were not agglutinated by unpurified virus in 
allantoic fluid. : 

Differences in the rate of elution appear to explain the 
different results with the various species of cell. For 
instance, with ox cells adsorption and elution of N.D.V. 
and influenza B virus take place concurrently so that 
haemagglutination may not be detected at room tempera- 
ture. Although ox cells were. not agglutinated by 
unheated influenza B virus or by unpurified N.D.V. they 
adsorbed virus and became so altered that they were 
refractory to “ challenge ’’ by that virus (unable to be 
agglutinated a second time). Heated influenza B virus 
did not elute from fowl or ox cells. This destruction of 
its ability to elute explains the highest titres given by the 
influenza virus against certain cells after heating to 56° C. 
A substance appears to be present in N.D.V.-infected 
allantoic fluid which hastens elution and is removed 
during purification. Normal allantoic fluid contained an 
inhibitor of the haemagglutinin of influenza B virus and of 
N.D.V. This inhibitor appeared to be similar to the 


“Francis inhibitor”; it inhibited the agglutination of 


both fowl and ox cells, was equally active at 4° C. and 
22°C., was not affected by heating to 56° C., and was more 
active against heated influenza virus. Since heating did 
not reduce the haemagglutination of influenza virus it 
must be absent from influenza-infected allantoic fluid. 
Heated influenza B virus was eluted from fowl and ox 
cells when the mixtures were inoculated at 37°C. The 
receptors, however, were not destroyed and the cells 
could therefore be re-agglutinated by heated virus at 
ec D. G. Sf. Edward 


1927. 
of Influenza and Newcastle Disease Viruses by Heat and 
by Formalin 

C. M. Cuu. Journal of Hygiene (J. Hyg., Camb.] 46, 
247-251, Sept., 1948. 9 refs. 


With Newcastle disease virus in infected allantoic 
fluid there was a moderate drop in haemagglutinin and 
infectivity (in ovo) titres after heating to 54° and 56° C. 
for 15 minutes; infectivity and haemagglutination were 
abolished at 58°C. Any heated virus which was 
adsorbed eluted normally. Formalin (0-2% and 0-5%) 
at 4° C. slowly inactivated the haemagglutinin over a 


period of 6 days; infectivity was lost more rapidly.. 


Influenza B virus (Lee strain) was not apparently affected 
by heating to 48° C. for 15 minutes. At 50° C. the ability 
of the virus to elute from fowl erythrocytes was impaired 
and at 52°C. was lost; this latter change was accom- 
panied by a loss of infectivity, together with an increased 
sensitivity to “‘ Francis inhibitor” and a loss of its 
ability to destroy that inhibitor. Even heating to 54° C. 


Inactivation of Haemagglutinin and Infectivity . 


MICROBIOLOGY 


did not destroy the haemagglutinin itself. Infectivity of 
Lee virus was destroyed by 0-05% formalin in 18 hours; 
its ability to elute or to destroy “‘ Francis inhibitor ” was 
not affected. Haemagglutinin was slowly destroyed by 
0-5% formalin over 8 days; any adsorbed virus eluted 
normally. 

Heating to a critical temperature therefore destroys 
the “enzymic ”’ function of Lee virus without affecting 
its ability to combine with the “ receptor substance ” 
in cells. With both viruses infectivity and ‘* enzymic” 
function are destroyed in parallel by heat and formalin. 

D. G. ff. Edward 


1928. Presence of Neutralizing Antibodies of Newcastle 
Disease Virus in Human Sera 

B. F. Howrrr, L. K. BisHop, and R. E. KISsSLING. 
American Journal of Public Health [Amer. J. publ. Hith| 
38, 1263-1272, Sept., 1948. 25 refs. 


The virus of avian pneumo-encephalitis (or New- 
castle disease), which resembles those of influenza and 
mumps in its ability to agglutinate chick red cells and 
which causes respiratory or neurological manifestations 
in adult and immature fowls respectively, has of recent 
years made its appearance in the United States, where it 
has become of major importance as a disease of poultry. 

Early records of human infection are of cases with eye 
manifestations. Recently, in the United States human 
cases with a symptomatology resembling that of the avian 
disease have been discovered, and the investigation of 
such is the subject of this communication. For several 
years, outbreaks of mild central nervous system infection 
with meningeal irritation, stiff neck and back, and 
occasional nausea and vomiting have occurred among 
children. Sera from a number of these were examined. 
Neutralization tests were negative with the viruses of 
Eastern and Western equine encephalomyelitis and- 
St. Louis encephalitis, while such faecal specimens as 
were examined were negative for poliomyelitis. 

Tests for Newcastle disease were carried out by a 
neutralization test in embryonated eggs. The Califor- 
nian strain of the virus was injected into the allantoic 
cavity of 10-day-old embryonated eggs and the allantoic 
fluid removed aseptically in 48 to 72 hours. By carrying 
out serial dilutions the LD50 was determined. Anti- 
body was estimated by mixing serial dilutions of the virus 
with an equal volume of undiluted serum and re-estimating 
the LDS0. The ratio between the original and neutralized 
LDSO affords an index which is considered negative 
when under 10 and positive when over 50. Between 
these figures the result is considered doubtful. 

By this method 12 of 15 cases with a more or less 
typical clinical picture gave positive serological results; 
2 of 8 cases diagnosed as encephalitis and one case 
resembling poliomyelitis also yielded positive reactions. 
A large number of control sera from cases of encephalitis, 
dysentery, and typhoid fever were negative. Further, 
certain of the laboratory staff, one of whom was engaged 
upon this work, developed an influenza-like disease. 
Serial serological tests demonstrated a rising neutraliza- 
tion index in each case. In addition positive results 
were obtained with the sera of 4 of 11 workers without 
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symptoms; two had worked with Newcastle disease 
virus while the other 2 were contacts of the sick. Sera 
taken from these staff members before the introduction 
of the virus to the laboratory were negative. 

Attention is drawn to the possibility of confusing this 
disease with poliomyelitis and meningitis. Conclusive 
proof of the nature of these cases is still lacking as the 
virus has not been isolated, but the serum neutralization 
tests (combined in certain cases with the presence of sick 
fowls) suggest the probability of human Newcastle virus 
disease. G. T. L. Archer 


1929. Study of Fixed Rabies Virus Propagated in the 
Brain of Guinea Pig Fetus 

C. J. CHen and S. H. Zia. Journal of Immunology 
[J. Immunol.] 60, 17-21, Sept., 1948. 23 refs. 


A strain of fixed rabies virus was successfully propa- 
gated in the guinea-pig foetus in utero. Guinea-pigs 
of about 6 to 7 weeks’ gestation were chosen, and the 
virus was inoculated directly into the foetal brains with- 
out anaesthesia. The foetuses could be palpated; each 


foetal head was in turn held between the thumb and index - 


finger and the injection made through the abdominal - 
wall. The foetuses were removed 4 days later through a 
laparotomy opening and suspensions made of their 
brains. Only 9 of 60 guinea-pigs aborted. 

Infected mouse brain was used to initiate passage, and 
three series of serial passages were made, the longest 
consisting of 16 inoculations. The virulence of the virus 
was not decreased by passage, and the foetal brains at the 
sixteenth passage had an LD 50 titre of 10~” (for Swiss 
mice inoculated intracerebrally)—the same titre as that 
of the material used to initiate passage. A formalinized 
vaccine prepared from the foetal passage material 
immunized mice as well as did the routine vaccine pre- 
pared from sheep brain. This type of vaccine may have 
advantages for human protection, because the foetal 
brain tissue present in the vaccine is itself non-antigenic. 

D. G. ff. Edward 


1930. Supplementary Data on the Causative Organism. 
of Human Virus Pneumonia. (Erganzende Befunde 
iiber den Erreger der Viruspneumonie des Menschen) . 
K. HERZBERG. Zeitschrift fiir Hygiene und Infektions- 
krankheiten {[Z. Hyg. InfektKr.] 128, 361-367, 1948. 
2 figs., 3 refs. 


This is a third communication on the organisms of 
virus pneumonia, the two earlier ones having been 
published in 1944 and 1947. In this paper the author 
deals with the staining of the organism isolated from 
guinea-pig organs; the number of organisms in the testes 
of guinea-pigs after an intratesticular injection of 
guinea-pig intratesticular infective material; filtration 
demonstration of the causal organism in 


guinea-pig blood; the number of organisms present in 
the mouse lung used as an infective material on guinea- 
pigs; and preservation of the causal organism in the form 
of aluminium hydroxide adsorbate. The organism was 
capable of passing through Berkefeld N and Seitz 
filters; it retained its infective power when adsorbed on 


aluminium hydroxide for at least 11 months, as against 
6 months when preserved in glycerin-Tyrode solution. 
H. P. Fox 


1931. Antigenic Components of Psittacosis Virus 
C. F. BARWELL. Nature (Nature, Lond.] 162, 460-461, 
Sept. 18, 1948. 10 refs. 


In confirmation of previous experimental results of 
other authors it was found by the complement-fixation 
technique that the psittacosis virus has at least two 
antigenic components. It has been known for some time 
that one antigenic component, the specific one, is heat- 
labile, while another giving cross-reactions with the 
virus of lymphogranuloma venereum is heat-stable. In 
this investigation guinea-pigs were immunized separately 
with heated and unheated suspensions of psittacosis 
virus. The resulting sera were tested by complement 
fixation against heated and unheated virus suspensions. 
It was found that heated virus suspension reacted fully 
with both sera but unheated virus suspension gave | 
better complement fixation with serum prepared with 
unheated antigen than with serum prepared with heated 
antigen. Absorption of the “ unheated virus” serum 
resulted in its reacting with the unheated preparation 
only. 

The new findings are that the heat-stable component 
can retain its activity after 30 minutes’ autoclaving at 
135° C. or after exposure to a proteolytic enzyme, while 
its activity is destroyed by treatment with 0-001 molar 
potassium periodate in 30 minutes at 37°C. These 
facts afford evidence that the heat-stable component is 
not a protein and is most probably of carbohydrate 
nature. Unheated antigens treated with potassium 
periodate, on the other hand, did not suffer any signifi- 
cant reduction of reactivity with ‘‘ unheated virus” 
serum. This indicates the probable protein character 
of the heat-labile tae tl or components. 

K. S. Zinnemann 


1932. Neutralization of a Strain of Lansing Virus by 
Human Sera. (Neutralisace kmene Lansing viru polio- 
myelitidy lidskymi sery) 
F. GALutA and L. HOLLENDER. Casopis Lékatui Ceskych 
[Cas. Lék. ées.] 87, 953-959, Sept. 17, 1948. 27 refs. 


The Lansing strain of poliomyelitis virus was obtained 
from the Yale University School of Medicine in 1946; 
44 samples of human sera used in the virus neutralization 
tests were supplied by several Czech hospitals and clinics. 
Most of the sera were from patients, aged 1-5 to 26 years, 
with clinical symptoms of poliomyelitis, the material 
being obtained 4 to 21 days after the beginning of the 
disease; the remaining sera were from persons, aged 
14 to 54, who had never had an attack of the disease. 
Those sera obtained from convalescents or during the 
fully developed paralytic phase of the disease contained 
antibodies neutralizing the Lansing strain; the occurrence 
of positive reactions was correlated with the clinical 
picture of the disease rather than with the age distribution 
of the patients. As other workers have observed, most 
sera from adults who had never suffered from the 
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disease ~contained the Lansing-strain antibodies. In 
children under 5, only 2 serum samples out of 6 contained 
specific antibodies; 4 out of 5 samples from patients of 
the same age-group, but suffering from the disease or 
from arm paralysis after a diphtheria toxoid inoculation, 
were positive and one was partially positive. 

H. P. Fox 


BACTERIA 


1933. Capsule and Mucus Formation by Bacteria. 
(Uber Kapsel- und Schleimbildung bei Bakterien) 

E. KLIENEBERGER-NoBEL. Schweizerische Zeitschrift fiir 
Pathologie und Bakteriologie [Schweiz. Z. Path. Bakt.} 11, 
336-345, 1948. 14 figs., 6 refs. 


It has been suspected for some time by authors in 
Europe and the U.S.A. that capsules and mucus of certain 
species of bacteria are different structures. The author 
produces evidence for this view in the form of new and 
separate staining techniques for capsules on the one 
hand and mucous envelopes of single bacteria and 
extracellular mucous material enveloping conglomerates 
of bacteria on the other hand. 

For capsule staining impression preparations are made’ 
from cultures on 15 to 20% serum agar by cutting out 
small blocks of medium and culture and placing these 
upside down on coverslips. These are then placed in 
open Petri dishes containing Bouin’s solution for fixation. 
After 1 hour to 2 hours the Petri dishes with contents are 
put into a moist chamber and after several hours the 
agar blocks are removed from the coverslips with the 
point of a knife. After washing, the coverslips are 
stained for 15 to 30 minutes in 1 in 20 Giemsa solution 
and mounted on a slide in water or in neutral glycerin— 
gelatin. Alternatively coverslips may be treated for 30 
minutes with 5% tannic acid and after thorough washing 
stained for 15 to 30 minutes in a 1 in 10,000 dilution of 
crystal violet. 

For mucus staining the bacteria are removed from a 
serum agar culture with a wire loop filled with saline and 
are spread on a coverslip. They are then dried by air and 
fixed for 20 minutes in Chabaud’s solution, washed in 
water and put for 30 minutes in 5% tannic acid. After 
again washing in water, the preparations are stained for 
1 hour or longer in | in 10,000 crystal violet and mounted 
as described above. 

By these methods pneumococcus type III cultures 
treated with specific immune serum were examined. 
The capsule had the same diameter in preparations from 
cultures untreated and treated with specific serum. 
However, in the treated preparations the mucus extra- 
cellular substance, which usually cannot be demonstrated 
by capsule staining, became visible by this method of 
staining. The author, in the light of her findings, 
therefore disputes the conventional view, based on obser- 
vations on preparations either unstained or stained 
with methylene blue and on electron-micrographs, that 
swelling of capsules takes place. She suspects that the 
extracellular mucus becomes more solid after treatment 
with immune serum, can therefore be more easily 
observed, and in this way simulates swelling of the 


capsule in all methods of observation in which specific 
staining procedures are not employed. 
K. S. Zinnemann 


1934. The Clinical Value of the Antistreptolysin Reaction. 
An Account of the Results of the Reaction in 495 Patients. 
{In English] 
R. Amite and P. OgpiInG. Acta Medica Scandinavica 
[Acta med. scand.} 131, 288-302, Sept. 15, 1948. 1 ref. 


This is a record of the antistreptolysin reaction elicited 
by a modification of Kalbak’s method in 495 so-called 
unselected patients. That is to say that the results were 
unselected but the sera were sent to the laboratory 
because the clinical picture suggested that the anti- 
streptolysin titre might be significantly raised. The 
authors have accepted a titre figure up to 200 as being 
within possible normal limits, and have regarded. only 
titres above 200 as increased. The results of these 
estimations have been classified under diseases of joints, 
diseases of the urinary tract, sore throats, erythema 
nodosum, erythema multiforme, pleurisy, and a mixed 
group which includes a number of diseases associated 
with a streptococcal infection. 

It is of interest to note in cases of acute polyarthritis, of 
which the antistreptolysin titre was ‘increased in 80%, 
that the erythrocyte sedimentation rate may be falling 
rapidly while the antistreptolysin titre is still rising. 
Cases of primary chronic polyarthritis may have a normal 
antistreptolysin titre, but the secondary cases, especially 
when there are active signs, show an increased titre. 
[The definition of primary and secondary chronic poly- 
arthritis is not apparent from the context, although it 
is clear that acute polyarthritis signifies rheumatic fever.] 
Of 21 cases of acute nephritis 18, and all of 6 cases of 
acute tonsillitis, had an increased antistreptolysin titre. 
In general this increase was evident when the condition 
might be presumed to be associated with an acute Strepto- 
coccus pyogenes infection. 

{In most of the cases recorded only one estimation was 
made. The advantages of serial estimations are obvious, 
especially in obscure conditions. The work described 
here suggests that the antistreptolysin titre is some 
indication of the activity of the disease, but until more 
extensive data have been collected the real value of the 
technique cannot be fully assessed.] H. J. Bensted 


1935. The Relation of Antagonistic Coliform Organisms 
to Shigella Infections. I. Survey Observations 

S.P. HALBERT. Journal of Immunology {J. Immunol.] 60, 
23-36, Sept., 1948. 20 refs. a 


The author has continued his observations on the 
association of antibiotic-producing strains of Bacterium 
coli, inhibitory for shigella, with shigella infections. A 
group of 287 persons in a colony for mental defectives 
were examined; rectal swabs were cultured on SS and 
MacConkey agar, and lactose-fermenting colonies were 
tested for antagonistic properties against a strain of 
Shigella flexneri Type Ill. Of 2,648 strains of Bact. coli 
tested, 192 (7-3%) were slightly antagonistic and another 
117 (4:4%) were greatly antagonistic. Highly active 
strains were more often isolated on the SS medium than 


e 
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from MacConkey agar. Altogether 30% of the subjects 
examined had antagonists in their faeces. 

The cultures revealed that 28 of the subjects were 
infected with Sh. flexneri Type III and 8 with Sh. sonnei. 
Of the shigella carriers 50% had antagonists, whereas 
antagonists were present in only 27% of the non-infected. 
Among the infected, antagonists were commoner in the 
specimens yielding fewer colonies of shigella, probably 
owing to their having been obtained in the later stages of 
the infection. The proportion of subjects harbouring 
antagonists did not vary with age or nutritional status. 
Shigella infections and the carriers of antagonists were 
commoner among mongolian idiots than among the rest 
of the group. D. G. ff. Edward 


1936. Comparative Pathology of Paratyphoid Infection. 
(K naTonorHH 
HHeCKUMH) 

A. A. VALDMAN. Apxus [laronoruu [Arkh. Patol.] 
10, No. 4, 35-41, 1948. 7 refs. 


Pathological changes in white mice, rats, guinea-pigs, 
and rabbits were examined after the rodents had been in- 
fected with Salmonella aertrycke (Salm. typhi-murium). 
Only mice could be infected when cultures of Salm. 
aertrycke were mixed with food. The other rodents had 
to be inoculated by introducing the cultures into the 
duodenum. Mice, guinea-pigs, and rabbits die when 
infected in this way, but rats are resistant even to massive 
doses. Nevertheless, infective processes can be detected 
in rats by histological and bacteriological examinations. 
The morphological changes caused by infection with 
Salm. aertrycke consist in [the well known] granuloma- 
tous swellings of the lymphatic apparatus of the intestine, 
and in hyperplasia of reticulo-endothelial cells, often 
resulting in necrosis. Even rats undergo a short period of 
bacteriaemia, and small foci of inflammation can be 
found histologically in liver and spleen. 

K. S. Zinnemann 


1937. Pathological Anatomy of Disease in Guinea-pigs 
Caused by Experimental Infection with the Vole Bacillus. 
(K natonoruyeckoH aHaTOMHH sa6oneBaHHA MOPCKHX 
CBHHOK, BbI3BaHHOrO 3apa- 
2XCHHEM HX OKCPOPACKHM LWITAMMOM MOJIeEBKH) 

V. N. KARTASHEVA. Apxus Ilaronorun [Arkh. Patol.] 
10, No. 4, 54-61, 1948. 5 figs., 8 refs. 


Some 77 guinea-pigs were infected with the vole 
tubercle bacillus by subcutaneous, intraperitoneal, and 
oral inoculation and investigated histologically. 

Granulomata found were regarded as specific for the 
following reasons. (1) All granulomata in successfully 
inoculated guinea-pigs were of the same histological 
type. (2) The regional lymph nodes situated close to the 
site of infection were most affected. (3) Changes in 
other lymph nodes were progressively less marked the 
further they were removed from the site of infection. 
(4) Acid-fast bacilli were present in the vicinity of 
granulomata but not in adjoining normal tissue. The 
vole bacillus is more virulent for guinea-pigs than the 


Calmette-—Guérin bacillus. Lesions due to the vole 
bacillus are more disseminated and tend to be more 
necrotic; sometimes they resemble caseous lesions. The 
vole bacillus behaves more like a virulent strain of 
tubercle bacillus in tissues—that is, it is not found in 
compact conglomerations as happens in the case of 
B.C.G. inoculation. Caseation develops but progresses 
much more slowly in infection with highly virulent vole 
bacillus strains than in infection with highly virulent 
human strains. Granulomata due to the vole bacillus 
always have a good blood supply. K. S. Zinnemann 


1938. Therapy of Experimental Brucella Infection in the 
Developing Chick Embryo. I. Infection and Therapy via 
the -Allantoic Sac 

W. H. HALL and W. W. Spink. Journal of Immunology 
[J. Immunol.] 59, 379-391, Aug., 1948. 1 fig., 9 refs. 


The therapeutic efficiency of chemical agents against 
Brucella abortus and Br. suis can be estimated by their 
capacity to increase the LDSO of bacterial dilutions 
injected into the allantoic sac. Bacterial suspensions of 
consistent infectivity and virulence may be obtained by 
drying fluid cultures from the frozen state or by keeping 
them frozen. It is essential to check the therapeutic 
effect not only by consideration of the survival of 
embryos but by cultivation of embryo organs. As 
resistance of embryos to brucella increases with age, 
eggs of more than 11 days’ incubation should not be 
used. Streptomycin was fairly efficient against brucella; 
there was little difference in susceptibility between viru- 
lent and “ avirulent” strains. Sulphadiazine was more 
effective against avirulent than against virulent strains. 
Mixtures of the two were more effective than either 
singly. Several other drugs were tested. 

C. L. Oakley 


~ 


1939. Preparation of Streptococcal Extracts for Lance- 
field Grouping 


-W. R. Maxtep. Lancet [Lancet] 2, 255-256, Aug. 14, 


1948. 2 refs. 


A proteolytic substance secreted by Streptomyces 
albus can be produced by growing the organism in Roux 
bottles on the surface of a medium containing “* eupep- 
tone No. 2” 0:5%, “‘ yeastrel’’ 0-3%, dibasic sodium 
phosphate 0:2%, glucose 0-2%, Fildes’s extract 2°5%, 
and agar shreds 1-25%. After incubation at 30° to 
37° C. for 4 to 6 days the bottles containing the growth 
are frozen solid and then allowed to thaw. By this 
method the bulk of the fluid in the medium can be 
recovered. This fluid contains the enzyme, and after 
adjustment to pH 7:5 and filtration through a Seitz pad 
is ready for use. 

In each of a series of Dreyer’s tubes a loopful of 
haemolytic streptococci grown on a blood-agar plate is 
mixed with 0-25 ml. of the extract; after standing at 
50° C. for 14 hours the tubes are usually quite clear, 
complete solution of the cocci, with liberation of the 
polysaccharide C substance, having occurred. This 
clear solution is employed for ring tests with suitable 
group-precipitating sera. 
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The method appears to have advantages over the 
Lancefield hydrochloric-acid digestion and Fuller’s 
formamide-solution methods, and in a number of 
instances has given positive results when the older 
methods have failed. There is, however, a tendency for 
strains of groups D and K, when used as living suspen- 
sions, to resist solution by the enzyme. In such in- 
stances suspension of the cocci in saline in tubes which are 
then immersed in boiling water usually renders them 
susceptible to lysis by the enzyme. R. Hare 


1940. Influence of Anti-metabolites of Essential Vitamins 
on Growth and Acid Production of Lactobacillus acido- 
philus (Hadley) 

S. Dreizen, E. ScHoiz, and T. D. Spizs. Proceedings 
of the Society for Experimental Biology and Medicine 
[Proc. Soc. exp. Biol.,. N.Y.] 68, 620-622, July—Aug., 
1948. 10 refs. 


Because previous workers had shown that pantothenic 
acid, nicotinic acid, and aneurin (thiamin) are essential 
for the maximum growth of Lactobacillus acidophilus, 
experiments were carried out to determine whether the 
metabolic antagonists of these substances—pyridine-3- 
sulphonic acid, pantoyltaurine, and pyrithiamin—exerted 
an inhibitory effect on the growth of Lactobacillus 
acidophilus. The medium employed was that described 
by Landy and Dicken (J. Lab. clin. Med., 1942, 27, 1086) 
and contained in 10 ml. 4 jug. nicotinic acid, 4 yg. calcium 
pantothenate, and 2 yg. aneurin hydrochloride to which 
were added varying amounts of the antimetabolites. 
Only pantoyltaurine (in a concentration of 10,000 jg. 
per 10 ml.) was able to inhibit growth completely, but 
some effects were observed with 4,000 yg. pyridine-3- 
sulphonic acid and 2,820 yg. pyrithiamin. Larger 
amounts of these substances (10,000 yg. and 6,500 yg. 
per 10 ml. respectively) allowed some growth. _ 

R. Hare 


1941. Effect of Antiserum and Prolonged Cultivation on - 


the Agglutinative Characteristics of a Type I Meningo- 
coccus 

D.N. Naiman. Science [Science] 108, 334-335, Sept. 24, 
1948. 7 refs. 


In view of previous reports of the loss of toxigenicity of 
meningococci maintained on egg medium, of a decrease 
in virulence and precipitative activity after subculture in 
semi-fluid agar, and of S to R dissociation during repeated 
subculture in defibrinated blood of rabbits, an attempt 
was made to incite variations in agglutinability of a stable 
Type I culture by: (1) monthly subculture on Dorset’s 
egg medium; (2) weekly subculture on 1% glucose semi- 


‘solid agar containing 10% and 20% antiserum; and (3) 


48-hourly subculture in 1% glucose broth containing 10% 
antiserum. 

: Antisera wete prepared against the stock strain by 
intravenous injection of a rabbit with 3 doses at 24-hour 
intervals of heat-killed organisms, followed after a week 
by 3 injections of living organisms. This serum was then 
used in agglutination and absorption tests on the cultures 
maintained as above. Three passages in egg medium 


had no significant effect on agglutinability, and absorp- 
tion with organisms thus subcultured was equal to that 
brought about by the stock strain. Seven passages in 
soft agar containing 10% antiserum and 44 passages 
through broth containing 10% antiserum caused a fall in 
sensitivity, while the latter also brought about a diminu- 
tion in absorbing capacity. Passages in soft agar 
containing 20% antiserum gave rise to a degree of auto- 
agglutinability without diminution of absorbing action. 
G. T. L. Archer 


1942. Protective Effect of Hyaluronidase and Type- 
specific Anti-M Serum on Experimental Group A Strepto- 
coccus Infections in Mice 

S. RorHsparp. Journal of Experimental Medicine {J. 
exp. Med.) 88, 325-341, Sept. 1, 1948. 16 figs., 19 refs. 


Two factors are known to be connected with the viru- 
lence of group A haemolytic streptococci. They are the 
M protein present in strains forming matt colonies and 
absent in strains with glossy colonies, and the capsule 
consisting of hyaluronic acid. While it is firmly estab- 
lished that virulence depends on the presence of M pro- 
tein and that antibodies against M protein protect mice 
against infection with virulent streptococci, the part 
played by hyaluronic acid is less clear and has been the 
subject of a number of contradictory papers. 

The author investigated the extent to which these two 


factors influence the virulence of group A streptococci.. 


Five strains of group A streptococci were used, each of 
which was available in the glossy (mouse-avirulent, no M 
protein present) and in the matt (mouse-virulent, M 
substance present) form. Both glossy and matt forms 
showed good capsule (hyaluronic acid) formation. 


Virulence of the strains was judged by an in vitro test . 


demonstrating resistance or otherwise to phagocytosis by 
human leucocytes and an in vivo test depending on the 
capacity of group A streptococci to kill mice after 
intraperitoneal injection. Further observations were 
made to show how far anti-M serum and the enzyme 
hyaluronidase (present in extract of bovine testicles and 
able to hydrolyse hyaluronic acid) are able to protect 
mice against infection with group A _ streptococci. 
[Details of strains, media, and cultures employed must 
be read in the original.] 

Experiment 1 (mouse virulence tests).—Cultures of 
matt and glossy variants of the 5 strains (10 strains in all, 
each showing good capsule formation) were prepared in 


tenfold serial dilutions from 10~? to 10-* and injectedinto - 


mice. All mice receiving 10~* and higher dilutions of the 
glossy variants of all 5 strains of streptococci survived. 


The matt variants killed all mice under test in all dilutions — 
employed, except for two strains which killed only 2 out. 


of 3 mice in the 10-® dilution series. This experiment, 
while giving sufficient evidence of the importance of the 
M protein, does not permit conclusions as regards the 
capsular hyaluronic acid. 

Experiment 2 (opsonic index tests).—Approximately 
40 times more streptococci of the capsulated glossy 
variants than of the capsulated matt variants underwent 
phagocytosis. When the M protein in the matt strains 
was neutralized by addition of anti-M serum, the number 
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-of ingested matt cocci was as high as that of the glossy 


strains. When the glossy strains were decapsulated with 
hyaluronidase before the test, the number of cocci 
undergoing phagocytosis increased still further to about 
70 times that of the capsulated matt strains. The number 
of decapsulated matt streptococci undergoing phago- 
cytosis was 4 to 8 times higher than that of the same 
capsulated cocci. In the presence of anti-M serum the 
number of infected decapsulated matt cocci was about 
equal to that of the decapsulated glossy strains. This 
experiment demonstrates the considerable antiphagocytic 
properties of the M substance and the lesser but noticeable 
antiphagocytic action of the hyaluronic acid capsule. 
The results were confirmed in a third experiment, which 
was arranged in such a way as to investigate the viability 
of the streptococci after phagocytosis. Fourth and 
fifth experiments demonstrated a diminution in virulence 
if the mice received an injection of 0-5 ml. of hyaluroni- 
dase (100 viscosity-reducing units) 2 hours after infection 
followed by 6 2-hourly injections for the first 12 hours, 
9 4-hourly injections for the following 36 hours, and an 
injection every 12 hours for the last 48 hours. 

The procedure protects all mice against 1,000 MLD 
and some against 100,000 MLD if group C strains are 
employed.. Group A matt streptococci strains must be 
suspended in hyaluronidase before being injected, if any 
reduction of virulence is to be observed. Even so the 
protection provided by hyaluronidase is effective only 
against 10 MLD of group A matt streptococci. 

A last experiment showed that if infected mice are 
treated with both anti-M serum and hyaluronidase they 
can withstand 1,000,000 MLD. The combination of 
antiserum and hyaluronidase results in an additive protec- 
tive effect in mice. 

[The clear presentation of this investigation is still 
further enhanced by 16 photomicrographs of the experi- 
ment on phagocytosis. K. S. Zinnemann 


1943. The Effect of Chick Embryo Extract on the Growth 
and Morphology of Tubercle Bacilli 

H. Biocu. Journal of Experimental Medicine [J. exp. 
Med.) 88, 355-360, Sept. 1, 1948. 4 figs., 8 refs. 


The technique of culturing Mycobacterium tuberculosis 
has been improved considerably by the introduction of 
wetting agents by Dubos. Growth can be speeded up 
further by addition of watery extracts made from 11-day- 
old chick embryos (C.E.E.). The author has studied 
this effect more closely with virulent and avirulent 
variants of the tubercle bacillus strain H37 R. For the 
preparation of the extract the embryos were removed 
aseptically, washed, and minced after addition of 1-5 ml. 
of distilled water per embryo. The resulting pulp was 
centrifuged at 4° C. for 30 minutes at 3,500 revolutions 
per minute and the supernatant constituted the extract. 
The optimum concentration was found to be 1% C.E.E., 
as regards growth visible after 3, 6, or 12 days. The size 
of the inoculum has a considerable influence on the rate of 
growth, an inoculum of 3 x 10-4 mg. of dry bacilli per mi. 
of medium giving 2 to 5 times greater turbidity than an 
inoculum of 3 x 10-* mg. per ml. 

Dubos and collaborators had noticed that in their 


medium virulent strains of mammalian tubercle bacilli 

grow by forming a pattern of cords (serpentine pattern). 

The author found that the avirulent variant of strain 

H37 R formed cords in the presence of C.E.E. in the 

Dubos oleic-acid and albumin medium, but that this is 

not a transmissible modification; growth in clumps 

recurs when the strain is grown in the same medium 

without C.E.E. C.E.E. slightly increases the virulence of 

the virulent variant of strain H37 R when injected into 

albino mice, but the avirulent variant does not revert 

to the virulent form in the presence of C.E.E. It was 

noted, however, that the C.E.E. culture of the avirulent. 
form invariably produced some small, localized tubercu- 

lous lung lesions, while a culture of the same strain with- 
out C.E.E. gave rise to similar lesions in only one-sixth of 

the number of mice used. 

C.E.E. loses its stimulating properties within 3 to 5 
weeks at 4° C. and after 6 minutes at 100°C. The active 
principle is retained by cellophane membranes and is not 
soluble in ether, ether—alcohol, alcohol, or acetone. 
The effect of C.E.E. is, therefore, most probably due to a 
labile substance of high molecular weight. 

K. S. Zinnemann 


IMMUNITY 
1944. The Human Antibody Response to Simultaneous 
Injection of Six Specific Polysaccharides of Pneumococcus 
M. HEIDELBERGER, C. M. MACLeop, and M. M. DI 


Lari. Journal of Experimental Medicine [J. exp. Med.] 
88, 369-372, Sept. 1, 1948. 4 refs. 


In previous studies of active immunization with 
pneumococcal capsular polysaccharides, the substances 
determining the type of pneumococcus strains, and the 
substances to which Heidelberger and his collaborators 
have ascribed the toxic symptoms in pneumococcus 
infections, a combination of 2 to 4 different polysaccha- 
rides was used. In this investigation 2 combinations of 
6 different polysaccharides were used in immunization 
experiments on human volunteers. The combination 
contained capsular substances of pneumococcus types 
I, I, I, IV, VII, and VIII (pneumococcus types most 
commonly found in pneumonia of adults) and I, IV, VI, 
XIV, XVIII, and XIX (types most common in children’s 
pneumonia). These preparations contain as impurity 
a certain amount of the pneumococcal somatic C 
antigen. 

The response of individuals in the test, as measured by 
the content of antibody nitrogen per 4 ml. of serum 
before and after immunization, was as satisfactory as in 
the previous series. It was also found that before 
immunization the sera of a relatively large proportion of 
the volunteers contained antibodies to the specific 
polysaccharides of pneumococcus types XIV and 
XVIII. Furthermore, after immunization a number of 
individuals showed a significant increase in antibodies to 
the somatic C antigen. This increase had not been 
observed in the previous series in which not more than 4 
polysaccharides had been used for immunization. The 
explanation for the appearance of C antibodies in the 
present series is probably that the C content of the 
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antigen solutions containing 6 polysaccharides is well 
above the minimum necessary for a response to the 
antigenic stimulus. K. S. Zinnemann 


1945. A Serological Method for the Demonstration of 
Two Different Kinds of Antitoxin in the Immunization of 
Horses Against Diphtheria. (Eine serologische Methode 
zum Nachweis von zwei verschiedenen Arten von 
Antitoxin bei der Diphtherie-Immunisierung von Pferden) 
H. SEEMULLER. Schweizerische Zeitschrift fiir Pathologie 
und Bakteriologie [Schweiz. Z. Path. Bakt.] 11, 539-547, 
1948. 3 refs. 


The serological method described, if applied to non- 
pooled antitoxins during the process of immunization, 
reveals qualitative differences in batches of antitoxin 
from one and the same animal during the early and late 
stages of immunization. The method depends on the 
use in titration of a third component, a haemolysin, in 
addition to the usual two components, diphtheria toxin 
or toxoid and antitoxin. 

By a preliminary titration the dose of toxoid is determined 
in 0-45 ml. which neutralizes 5 MLD of mouse red cell hae- 
molysin prepared in rabbits (titre approximately 1 in 3,000). 
Mice weighing 16 to 18 g. injected with this toxoid-haemolysin 
mixture survive. In the actual titration decreasing dilutions 
of diphtheria antitoxin are added to the test dose of toxoid 
determined in the peemematy titration. After these mixtures 
have stood for 3 hours at room temperature 5 MLD mouse 
red cell haemolysin (in 0-1 ml.) is added to each tube, which 
is allowed to stand at room temperature for a further 
3 hours after shaking. With each toxoid-antitoxin- 
haemolysin mixture 3 mice of 16 to 18 g. weight are then 
injected subcutaneously and observation continues for 
6 days. Two results are possible: (1) The mice survive. 
In this case the dose of antitoxin is too small to neutralize 
the test dose of toxoid. This in turn is able to saturate all 
or most of the mouse haemolysin. (2) The mice die. In 
this case the test dose of toxoid has been neutralized by anti- 
toxin; the mouse haemolysin remains free to act and kills 
the injected animals. 


By testing a number of non-pooled sera with different 
antitoxin titres in this way it was shown that the maximum 
dose of antitoxin just causing death of mice from 
haemolysis does not correspond to the antitoxin titre. 
For instance, of 3 sera with antitoxic titres of 520, 
830, and 900 i.u. per ml. respectively, 1-3, 24-9, and 
180 i.u. were required to saturate one test dose of toxoid 
to allow 5 MLD of mouse red cell haemolysin to kill 
mice. Inconsistency of titres was also observed before, 
during, and after a course of immunization of single 
horses which had been immunized previously.. The 
mouse haemolysin saturation values of a serum from a 
horse new. to immunization procedures, however, showed 
a progressive increase during its first course of 
immunization. 

Additional information is obtained if the same method 
is used with guinea-pigs instead of mice, guinea-pig 
haemolysin instead of mouse haemolysin, and diph- 
theria toxin instead of diphtheria toxoid. The author 
had already shown in 1943 that guinea-pigs die when 
injected with a mixture of certain proportions of guinea- 
pig haemolysin, diphtheria toxin, and diphtheria immune 
serum, provided the mixture was injected immediately 
after the 3 components had been pipetted into the test- 
tube. If, however, haemolysin and toxin were allowed to 


act upon each other for 16 hours and antitoxin was then 
added the guinea-pigs survived. The actual technique 
employed in the present investigation is as follows. 
To 1 ml. of antitoxin under test 3 MLD of guinea-pig 
haemolysin and 100 MLD diphtheria toxin are added 
and the mixture is injected at once subcutaneously into 
a guinea-pig weighing 270 to 280 g. Twenty-two anti- 
sera, mostly from single horses, were individually tested 
by both the mouse and guinea-pig methods. Two groups 


of diphtheria antisera could be distinguished in this way. ~ 


Those with a saturation titre of 0-03 ml. or more in the 
mouse test permitted survival in the guinea-pig experi- 
ment while mixtures of sera with a mouse saturation dose 
below 0-03 ml. caused death of guinea-pigs. 

The author is relyctant to interpret these results, 
although he suspects that the two different kinds of diph- 
theria antitoxin demonstrated in this way may correspond 
to the y and f immune globulins first demonstrated by 
means of electrophoresis by Kekwick and Record in 
1941. K. S. Zinnemann 


1946. Serum Agglutination Reactions with O, H, and Vi 
Antigens Before and After Inoculation with a Mixed 
Prophylactic (T.A.B., Diphtheria, and Tetanus). (Séro- 
diagnostic antigénique dissocié (O, H, et Vi) avant et 
aprés vaccination mixte associée (TABDT) ) 

P. MELNoTTE, C. JAULMES, R. BOLZINGER, and L. 
Grrier. Revue d’Immunologie [Rev. Immunol. 12, 
97-115, 1948., 45 refs. 


Serological tests were carried out on 235 recruits, aged 
21, in a military hospital, before inoculation and 3 weeks 
and 3 to 4 months after the last inoculation. All the 
recruits received 3 doses of 1, 2, and 2 ml. of a mixed 
prophylactic (T.A.B., diphtheria, and tetanus) at 15-day 
intervals. Among, the recruits were some individuals 
who had previously (6 months to 7 years before) been 
given a similar mixed prophylactic ; these subjects 
furnished material for studying the late evolution of 
serological reactions, as well as_the effect of re-inocula- 
tion on such reactions. The technique of the tests is 
described in detail, and the results are tabulated. In 30% 
of healthy non-inoculated men natural agglutinating 
antibodies (mostly of O type) against typhoid and para- 
typhoid A and B organisms were present, the maximum 
titre being 1 in 80 with a titre of 1 in 150 in the case of 
H antibodies. It is held that the existence of natural 
agglutinins cannot be explained on the hypothesis of a 
latent inapparent or uncharacteristic infection. A triple 
inoculation with the mixed prophylactic evoked an almost 
continuous and stable production of agglutinins, capable 
of reaching fairly high titres (1 in 320 as regards O and 
1 in 800 as regards H). Both types (O and H) were 
present in about equal proportions in the 3 weeks after 
the last inoculation, but the former decreased and dis- 


appeared more quickly. Four months after the last - 


inoculation the occurrence of such titres (1 in 320 and 
1 in 800) is of little diagnostic value owing to the relative 
frequency with which they are observed; it is held that 
the appearance of higher titres indicates with certainty 
a progressive typhoid infection. In a period 4 to 12 
months after the last inoculation, a titre of 1 in 160 for O 
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agglutinins should be considered as probably indicating 
a mixed typhoid-paratyphoid infection, but there should 
be a close agreement between.the results of serological 
and bacteriological examination before a _ positive 
diagnosis is made. Inoculation did not give rise to Vi 
antibodies. The re-inoculation tended to enhance the 
reappearance of O and H antibodies in about the same 
titres as did the first inoculation. H. P. Fox 


1947. The Conglutination Phenomenon. IV. The Im- 
portance of the Choice of Complement when Examining 
Antisera for the Presence of Complement-fixing or 
Complement-absorbing Antibodies 

R. R. A. Coomps and N. H. Hote. Journal of Hygiene 
[J. ae. Camb.] 46, 296-310, Sept., 1948. 18 figs., 
7 refs. 


The degree to which antigen-antibody mixtures 
(mallein and anti-mallein sera, distilled water extract of 
Salmonella typhi and its antisera) absorb conglutinating 
complement depends on the animal used as the source of 
complement. Complement from man, guinea-pig, pig, 
horse, cat, and dog was studied; it was found that for 
most systems horse or cat complement gives the best 
results, whether the antiserum was derived from horse, 
cat, man, pig, dog, rabbit, or donkey. Aged human sera 
gave much poorer fixation with cat complement, though 
horse complement was still absorbed. Antigen—anti- 
body systems fixing complement from some animals may 
show no fixation with complement from other animals. 

C. L. Oakley 


1948. Antigenic Relationships Between M, S, and R 
Phases of Streptococci and Their Diphtheroid Descendants 
R. R. MELLON. Journal of Immunology [J. Immunol.] 
60, 91-155, Sept., 1948. 8 figs., bibliography. 


The author of this long paper has for many years held 


' the view that many species of bacteria under unfavourable 


conditions are able to change into gonidia more capable 
of survival, in order to reorganize themselves either into 
the same species or into an entirely different bacterial 
species. Usually, the forms which the author labels 
gonidia are described as involutionary forms. The 
mechanism of reorganization works in both directions. 
As an example the author describes in this paper a viru- 
lent haemolytic streptococcus group A, type 4 strain 
which in his laboratory, over many years and under 
varying conditions, has changed into giant coccal forms 
(gonidia), from this morphology to various forms of 
non-virulent diphtheroids, both haemolytic and non- 
haemolytic, and back through the gonidial form into both 
Streptococcus group C and group A, the two latter 
emerging either in the smooth, mucoid, or rough phases. 
Sometimes the reorganized streptococcus strains were of a 
virulence many times higher than that of the original 
Strain. [It is stated that in one of the original 2 cultures, 
both of which came from the same patient, diphtheroid 
elements could be seen microscopically though they could 
not be cultivated at the time. This fact casts some doubt 
on the technique employed, particularly in view of the 
fact that no mention is made of employing single-cell 


cultures in this study.] Direct antigenic relations 
between the original cultures and the final non-haemolytic 
diphtheroid variant are non-existent, but most of the 
intermediate variants are shown by the agglutination— 
absorption method to be related antigenically to either 
one or the other or to both simultaneously. These 
intermediate cultural stages are labelled ** bridge-over ”’ 
phases. Together with the reorganization in the 
gonidial phase a redistribution of antigens and, therefore, 
also a change in virulence take place. 

These phasic changes are thought to correspond to an 
asexual life cycle which probably exists alongside a 
sexual life cycle, as lately postulated by bacteriological 
geneticists. A theory is advanced according to which 
the asexual life cycle is a recapitulation of the phylo- 
genesis of bacterial species similar to the phylogenetic 
recapitulation of man in the developmental stages of the 
foetus. 

Epidemiologically the findings are thought to explain 
phenomena such as increase of virulence of a given micro- 
organism in a population and adaptation of epidemic 
organisms from animal hosts to man, and it is suggested 
that carriers may harbour saprophytic stages of patho- 
genic organisms which thus elude recognition by the 
bacteriologist. 

[A considerable part of the paper is taken up by 
arguing points raised by representatives and critics 
belonging to the classical school of bacteriology who are 
naturally sceptical. For some of the arguments used no 
common basis of discussion seems to exist between 
the two schools of thought. It is, for instance, implied 
that diphtheria bacilli evolved for the first time only 
when the infection was recognized as a clinical entity by 
Bretonneau early in the nineteenth century. This seems 
almost equivalent to denying any progress in medical 
knowledge since the Renaissance or even earlier. To 
give a further example of this kind of argument, the 
author remarks in reply to a critic, writing in 1925 on the 
subject of the life cycle of Corynebacterium diphtheriae, 
that in 1925 “‘ the diphtheria bacillus, in all probability, 
was in the process of evolving a new type—known as 
C. gravis—which, by reason of its acquired invasiveness, 
has seriously interfered with the curative effect of specific 
antitoxin-treatment in epidemics where it has prevailed.” 
It has been thought generally that the three main types of 
C. diphtheriae have always existed but that their dis- 
covery by McLeod was facilitated by the introduction of 
tellurite media into bacteriological diagnosis. In fact, 
long before the types had been described, clinical diph- 
theria had been recorded without bacteriological evidence 
as afforded by Neisser staining of smears from Loeffler 
serum cultures. Now we know that gravis strains may 
not develop polar granules in Loeffler serum cultures; 
without polar granules, however, no microscopical 
diagnosis of C. diphtheriae is possible. The type of 
argument quoted does not help the author to make his 
experimental results more convincing. 

The bibliography of 85 papers contains no references 
to the work of Kuhn, whose studies on Pettenkoferia and 
their relation to the life cycle of bacteria were concerned 
with the morphology of what Mellon calls gonidia.] 

/ K. S. Zinnemann 


Paediatrics 


1949. Venous Pressures in Children in Health and Disease 
H. R. Irwin and T. Winsor. Journal of Pediatrics 
J. Pediat.] 33, 556-563, Nov., 1948. 3 figs., 9 refs. 


The authors give particulars of a simple method of 
estimating venous pressures in children, entailing inser- 
tion of a fine needle in the direction of the venous blood 
flow in the antecubital fossa. For normal subjects in a 
3-year-old group the average venous pressure was 43-4 
mm. of water; in a 6-year-old group, 60:5 mm.; and ina 
9-year-old group, 62:1 mm. The increase with age is 
continuous: in adults the average venous pressure is 
about 103 mm. of water. In children with acute glome- 
rulonephritis, without signs of cardiac failure, the 
average venous pressure was 97:3 mm. of water. [The 
usefulness of the findings by this method, however, is 
rather limited, especially in cardiac disease, congenital 
and acquired, in which more is likely to be learnt from 
cardiac catheterization—undoubtedly a more complicated 
manceuvre, but it provides threefold information: the 
presence of septal defects, seen by x rays; blood-oxygen 
percentages; and venous and cardiac pressures.] 

W. G. Wyllie 


1950. Growth of the Heart Related to Bodily Growth 
During Childhood and Adolescence 

M. M. MaresH. Pediatrics 2, 382-404, 
Oct., 1948. 7 figs., 1 ref. 


The variations in size of healthy hearts in children 
frequently make it difficult to decide in an individual 
case whether or not the heart is enlarged. This paper 
deals with a group of healthy children, 71 boys and 57 
girls, in whom during the past 20 years radiographs of 
the heart have been taken frequently from the age of 4 
years onwards. Height and weight were also recorded. 
Radiographs were taken 4 times a year at first, and once 
or twice annually in recent years. The measurements 
chosen for statistical work were the transverse diameter of 
the heart (TD) and the internal diameter of the chest 
(ID). Measurements of the length and breadth of the 
heart were also taken but were discarded for statistical 
purposes, owing to the difficulty of accurate measurement. 

Great variation in size and shape of the heart was seen, 
some of the radiographs looking exactly like those of 
patients with cardiac disease or congenital malformations, 
whereas one boy, who was considered to have a minor 
congenital defect on the basis of a persistent rough 
systolic murmur and electrocardiographic findings, had 
a heart normal in size and shape. The variations in the 
cardiac shadows of girls were less pronounced than 
‘those in boys. Transverse measurements in girls showed 
a fall below the mean value from 4 to 8 years; a rise 
above it from 9 to 12 years, and a fall again from 12 
years onwards. The mean values for height and weight 
showed corresponding increases in adolescent girls. In 


both boys and girls the size of the heart tended to increase 
at puberty. There is little or no correlation between the 
height and size of the heart, but there is better correlation 
between the weight and cardiac size, although even this is 
not marked. However, by dividing the children into 
groups of fat, medium, and thin subjects, it was found 
that at 5 years of age TD was greatest in the fat, least in 
the thin, and intermediate in the medium. The cardio- 
thoracic ratio a? varied considerably in the group and 
in individual children but was never over 0-5 or below 
0-32. There was.no sex difference in this ratio. The 
author considers that this is a fairly satisfactory measure- 
ment for evaluating the size of the heart. 
J. Vernon Braithwaite 


1951. Influence of Postnatal Age on Kidney Function of 
Premature Infants 

H. L. BarRNetr, W. K. Hare, H. MCNaAmara, and 
R. S. Hare. Proceedings of the Society for Experi- 
mental Biology and Medicine [Proc. Soc. exp. Biol., 
N.Y.] 69, 55-57, Oct., 1948. 6 refs. - 


Mean values of three to ten clearance periods for 
inulin and para-aminohippurate (PAH) and mean values 
for PAH tubular maxima have been calculated in two 
groups of healthy premature infants weighing 2 to 2:5 kg. 
In the first group (infants aged 3 to 13 days) after correc- 
tions for surface area, inulin clearances were 41%, PAH 
clearances 25%, and PAH tubular maxima 17% of normal 
adult values. The corresponding values in the second 
group ( infants aged 49 to 107 days) were 58%, 34%, and 
27% of normal adult values. It is considered that these 
values, indicating the postnatal rate of development of 
kidney function, are less than those that would be found 
in normal full-term infants. J. Maclean Smith 


1952. Three Fatal Cases of Probable Familial Allergy 
to Human Milk. [In English] 

H. WERGELAND. Acta Paediatrica [Acta paediatr., 
Stockh.] 35, 321-334, 1948. 11 refs. 


An infant’s intolerance to human milk may be due to 
intoxication or to allergy to foreign or human protein. 
In this article, after a brief review of other authors’ cases 
of and views on food allergies in infants, the author 
describes 3 cases of probable allergy to human milk 
occurring in the same family in the course of 3 years. 
Both parents and the eldest child were healthy, and there 
was no family history of allergy. The disorder was 
manifested at or soon after birth by frequent loose 
squirting green stools, vomiting, failure to thrive, and 
eczema, and one child died of a condition closely resem- 
bling anaphylactic shock. All 3 children were breast-fed 
from birth and by way of supplement, substitution, and 
treatment received cow’s milk, dried buttermilk, wete 
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nurse milk, protein milk, milk made from soy-flour, 
blood transfusions, glucose saline, rice water, amino- 


‘acids, oatmeal gruel, mashed bananas and carrots, as 


well as carbo medicinalis, bismuth, pancreatic enzyme, 
and adrenal cortical extract, but in spite of these vigorous 
measures all died between the ages of 3 and 4 months. 
The reasons for and against attributing these cases to 
allergy are discussed. Marianna Clark 


1953. Food Allergy : Death in a Six-day-old Infant 
C. B. KeLvin and R. A. ScHiess. Journal of Pediatrics 
[J. Pediat.] 33, 457-461, Oct., 1948. 12 refs. 


A 6-day-old white infant was admitted to the Jewish 
Hospital, Philadelphia. The mother’s previous child had 
died at the age of 12 days as a result of severe allergy to 
breast milk and evaporated cow’s milk. The father had 
a history of asthma and the mother of eczema and 
neurodermatitis. In view of the family history the child 
had been on soy-bean milk since birth, but had im- 
mediately developed facial eczema, vomiting, diarrhoea, 
and loss of weight. Goat’s milk had then been tried 
without improvement. At this point the child was so ill 
that he was admitted to hospital. Physical examination 
revealed eczema, purulent discharge from the eyes, and 
inflammation of the oropharynx. Coarse rales were 
present in the chest. The urine contained albumin and 
a trace of sugar. The white cell count was 31,200 per 


-cmm. The child was immediately given 500 ml. of 


5% amino-acid solution with 5% glucose into the tibia, 
and 2 oz. (56 ml.) of 5% glucose in normal saline orally. 


Oxygen was administered and 25 mg. ascorbic acid twice — 


daily. Two hours after receiving the 500 ml. transfusion, 
the child apparently developed an acute allergic reaction, 
with cyanosis, dyspnoea, and expulsion of frothy sputum, 
and appeared in extremis. Rales were heard all over the 
chest. The child responded to restorative measures, 
including adrenaline and oxygen administration, but 
2 hours later became stuporose and slate-grey. Convul- 
sions began, and the patient died about 24 hours after 
admission. Necropsy revealed generalized congestion of 
the internal organs. Pulmonary congestion is con- 
sidered to have been the immediate cause of death. 
The authors state that allergy in the newborn is common, 
and that where the offending substance is milk the best 
Substitute is soy-bean milk. They mention various 
theories concerning the causes of sudden death in 
allergic infants. Sensitivity to soy bean, though rare, 
does occur. Sensitivity to the solution of protein 
hydrolysate used to transfuse this child has also been 
recorded. It is said that the proprietary preparation 
in question, though theoretically made up of amino- 
acids and polypeptides, contains 35% of higher protein 
derivatives than these. 
have been responsible for the allergic manifestations in 
this case. 

The authors claim that this case is unique on account 


of the age of the child, its sensitivity to usually non- . 


allergenic foods—soy bean and goat’s milk—its death 
from administration of a [so-called] amino-acid food, and 
the inability to prevent death in spite of the warning 
conveyed by the sibling history. A. T. Macqueen 


It is suggested that these may. 


1954.. Experiences with Epidemic Diarrhea of the New- 
born. The Use of Nutramigen in its Dietary Management 
J. P. Scorr and J. G. Ketry. Journal of Pediatrics (J. 
Pediat.) 33, 573-577, Nov., 1948. 4 refs. 


The method of hydration employed in cases of epi- 
demic diarrhoea of the newborn was the intravenous 
administration of 5% glucose in normal saline, followed 
by 0-16 molar sodium lactate intravenously and sub- 
cutaneously, and in most cases plasma in addition. 
Casein hydrolysate, 5% solution, was also given intra-. 
venously in a few cases. [It would be interesting to learn 
more on this point, as it is a fairly novel form of therapy 
and still in need of much fuller study.] The aim of the 
authors is to indicate a newer and safer method of 
reintroducing oral feeding of milk products. The 
intolerance so frequently encountered on giving dilutions 
of milk mixtures was thought to be considerably reduced 
by the use of a particular proprietary milk product. 
Relapses, commonly met with in the treatment of this 
condition, occurred, but were usually overcome. The 
authors considered the degree of acidosis to be an index 
of the dehydration rather than of the virulence of the 
infection. W. G. Wyllie 


1955. The Initial Loss in Weight of Prematurely Born 
Infants and their Weight During the First Two Years of 
Life. [In English] 

K. L. MOLLER. Acta Paediatrica [Acta paediatr., 
Stockh.] 35, 236-241, 1948. 7 refs. 


Studies of the initial loss of weight in premature infants 
show that this is greater in proportion to prematurity 
than to birth weight. Thus 110 infants, 37-9+1-7 days 
premature, of an average birth weight of 2,089 g. had an 
initial loss of 11-14%, whereas 153 infants, 26-7+-1-4 
days premature, of an average birth weight of 2,086 g. had 
an initial loss of only 6:02%. A follow-up study of 
premature infants showed that the gain in weight in both 
groups was satisfactory. N. M. Jacoby 


1956. Socio-emotional Factors Accounting for Growth 
Failure in Children Living in an Institution 

R. Friep and M. F. Mayer. Journal of Pediatrics 
[J. Pediat.] 33, 444-456, Oct., 1948. 4 figs., 4 refs. 


The authors, working at Bellefaire, the Jewish 
Children’s Home at Cleveland, Ohio, claim that by using 
the Wetzel grid technique [a specially designed growth 
chart] they have shown that socio-emotional factors tend 
to affect physical growth adversely. They also claim 
that psychiatric evidence and observations of behaviour, 
combined with medical findings on health, support their 
contention. They believe that the best conditions of 
shelter, food, schooling, and medical and social super- 
vision are in themselves insufficient to ensure normal 
growth in the presence of psychological disturbance. 

They claim that the grid technique, besides serving as a 
control chart on physical growth, has proved valuable in 
co-ordinating the work of the specialist workers—social — 
workers, psychiatrists, paediatricians, nurses, and super- 
visors—at the home. Quarterly readings of height and 
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weighit are part of the routine supervision of every child. 
Failure to develop normally is taken as a signal for 
monthly observations, and also for a search for the 
cause, physical or psychological. Two types of growth 
failure—simple malnutrition and obesity—are recognized. 
Children newly admitted show measurable growth 
failure (usually malnutrition) in 75 to 90% of cases. 
Four case records are included, illustrating: (1) pro- 
longed initial adjustment; (2) delayed and intractable 
maladjustment; (3) recurrent’ failure; and (4) inter- 
rupted care, with recovery on a second admission. 
{Although the numbers of cases in this paper are too 
small to be of statistical value, they serve to emphasize 
that children, being composed of psyche and soma, will, 
if chronically unhappy or unsettled, fail to develop 
physically as normally happy children would.] 
A. T. Macqueen 


1957. Infectious Croup: 1. Hemophilus influenzae 


B Croup 


E. F. Rape. Pediatrics [Pediatrics] 2, 559-566, Nov., 
1948. 18 refs. 


This is the third of a series of articles on infectious 
croup. It deals with Haemophilus influenzae Type B 
croup, of which there were 28 out of a total of 347 cases; 
all of them differed considerably in bacteriology, patho- 
logy, and clinical course from the cases of diphtheritic 
and “ virus”’ croup. The organism was recovered from 
the blood and rhinopharynx in almost all cases. The 
typical findings on laryngoscopy were supraglottic 
oedema and a brilliant red swollen epiglottis. Only one 
patient developed a membrane. There were 5 deaths, 
and necropsy revealed very congested oedematous lungs 
and small brilliant subpleural haemorrhages. The 
clinical course was characterized by a very rapid onset, 
severe prostration, and sore throat, and in many cases a 
tender anterior cervical adenitis. The patients were 
treated with sulphadiazine, and 11 received in addition 
type-specific rabbit antiserum. The 23 children in whom 
this treatment was given a fair trial survived. Thirteen 
patients also needed tracheotomy, and some had to have 
transfusions of whole blood. Obstruction anoxia played 
a part in all 5 fatal cases. Marianna Clark 


1958. Some Aspects of Right Upper Lobe Pneumonia in 
Children 


a & SUCHETT-KAYE. Archives of Pediatrics {Arch. 
Pediat.) 65, 546-554, Oct., 1948. 6 refs. 


Pneumonia of the right upper lobe was present in 30 
out of an unselected group of 250 children suffering from 
primary lobar pneumonia admitted to St. Charles’s 
Hospital, London, between 1937 and 1947. Abnormal 
physical signs are rarely found in the chest and the term 
“silent pneumonia” is applicable, since diagnosis is 
usually made only as a result of x-ray examination. 

Right upper lobe pneumonia is most often seen in 
previously healthy children between the ages of 4 and 6 
years. In the majority a nasopharyngeal infection 
precedes the onset of pneumonia by 2 to 4 days. The 
onset is usually sudden, with high fever and commonly 


drowsiness and delirium. Convulsions are unusual and 
rigors are never seen. Headache, cough, anorexia, and 
sore throat are common at the onset. Diffuse abdominal 
pain and transient pleuritic pain unaccompanied by a 
friction rub may be present. The signs of right upper 
lobe consolidation are absent but after a day or two there 
may be radiological evidence of consolidation. Crepita- 
tions may be heard over the affected lobe on the fourth or 
fifth day of the disease. Resolution takes place after 
6 to 8 days. Complications are rare. There is a rapid 
response to chemotherapy and the temperature is usually 
normal within 24 hours. The radiological appearances 
are typical. The postero-anterior film reveals a homo- 
geneous triangular opacity with its apex at the hilum. 
The lower border is sharply defined and corresponds to 
the fissure between the right upper and middle lobes. 
The upper border of the opacity is indefinite and hazy, 
the upper third of the lobe usually remaining aerated. 
The right hilar shadow may be enlarged. A right 
lateral view shows an opacity in the axillary area of the 
right upper lobe. The appearances have to be distin- 
guished from so-called epituberculosis, from complete 
collapse of the right upper lobe, and from atypical 
pneumonia. Eight illustrative case histories are 
reported. 

Aspiration or gravitation of infected material from the 
nasopharynx to the bronchi is considered important in the 
pathogenesis of this condition. The author considers 


that the so-called apical and central pneumonias of . 


children are all probably due to consolidation of the 
axillary segment of the right upper lobe. The terms 


_“ apical”? and “ central”? pneumonia are anatomically 


incorrect and should be abandoned. To prevent right 
upper lobe pneumonia in children it is recommended that 
all established upper respiratory infections should be 
treated energetically. The child should also be encour- 
aged to sleep in the prone position to prevent aspiration 
of exudate into the axillary branches of the right upper 
lobe bronchus. L. M. Rose 


1959. Congenital Pneumonitis in Newborn Infants 

J. M. Apams. American Journal of Diseases of Children 
[Amer. J. Dis. Child.| 75, 544-554, April, 1948. 5 figs., 
25 refs. 


The author states that the present study demonstrates 
for the first time a possible pathological association of 
primary pneumonitis of infancy with one of the mild 
infections of the upper respiratory tract in older children 
and adults. 

Primary virus pneumonitis, as previously reported by 
the same author, is a disease of newborn and young infants 
characterized by an acute onset with sneezing, coughing, 
dyspnoea, and cyanosis and slight to moderate elevation 
of temperature. Characteristic shadows are seen in 
the radiographs of the lung. Pharyngeal smears contain 
large numbers of epithelial cells, and almost no bacteria 
or polymorphonuclear leucocytes. Cytoplasmic inclu- 
sion bodies in the epithelial cells have diagnostic signifi- 
cance if present in large numbers. In some babies during 
an epidemic, sneezing and coughing occur without 
pneumonitis. The mortality rate is in direct relation to 
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the severity of symptoms and signs. The disease is con- 
fined almost entirely to the neonatal period, and pre- 
mature infants are peculiarly susceptible. Six cases of 
the disease are described. In all, pharyngeal smears from 
both the mother and the infant showed many inclusion 
bodies. The infants were treated with sulphonamides 
and penicillin only when a secondary bacterial infection 
was present. Continuous oxygen administration was of 
great benefit when the infant was cyanosed and when 
the respiratory rate was very much increased. The 
author gave normal human serum, U.S.P., to two of the 
children in doses of 25 and 20 ml. respectively, sub- 
cutaneously. In one case injection was repeated twice 
at 2-day intervals. Four infants received 2 ml. concen- 
trated human y-globulin intramuscularly, two of these 
having a second dose after a 2-day interval. The merits 
of these two forms of treatment are not compared, In 
two of the cases they were combined. It is, however, 
recommended that both these forms of treatment should 
be used early in the disease. B. S. P. Gurney 


1960. Histiocytic Reticulosis in Infants 
R. D. K. Reve. Medical Journal of Australia [Med. J. 
Aust.] 2, 509-513, Oct. 30, 1948. 14 figs., 17 refs. 


The author presents cases illustrating four diseases, in 
all of which histiocytic granulation tissue is found. The 
four diseases are: (1) Letterer-Siwe disease ; (2) 
eosinophilic granuloma of bone; (3) infective reticulo- 
endotheliosis; (4) Hand-Schiiller—Christian disease. 

The first case was one of Letterer—Siwe disease. An 
infant of 15 months died after an illness lasting for 7 
weeks and characterized by enlargement of mediastinal 
and cervical lymph nodes and by a fine red rash on the 
trunk. At necropsy the cut lymph nodes were moist 
and pink, and microscopically there was partial replace- 
ment of lymphocytes by histiocytes; the development and 
increase in number of these cells is shown in diagrams. 
Spleen, liver, and occasionally bone were similarly 
affected. 

The second case could have been classed as one of 
eosinophilic granuloma of bone. A child of 16 months 
had a swelling over both mastoids, and an operation 
revealed thinned bone being eroded by soft vascular 
tissue. Three days later the spleen was enlarged, and a 
petechial rash appeared on the trunk. Shortly after- 
wards the child died, and the occipital bone was found to 
have been replaced in part by tissue which was sometimes 
soft and sometimes fibrous, and in which histiocytes at 
various stages of development predominated. Histio- 
cytes in the outer layer of the dermis were also responsible 
for the skin lesions. 

The third case was an example of Hand-Schiiller- 
Christian disease. The infant died at 15 months, after a 
short illness. Bone, lungs, and lymph nodes were 
affected by the growth of tough, fibrous tissue, found on 
examination to consist chiefly of histiocytes, many 


. multinucleated, and whose chief characteristic was their 


foamy cytoplasm. 

In the fourth case there was a mixture of lipid and 
non-lipid histiocytosis without any localized lesion in 
bone. The infant, aged 13 months, had been suffering 


from loss of weight and abdominal distension for 3 
months, and 3 weeks before death the spleen became 


-enlarged and a red rash appeared on the trunk. At 


necropsy a gelatinous tissue, formed mainly from 
histiocytes with foamy cytoplasm, was found around the 
dura, and the lymph nodes, adrenals, pancreas, and 
thyroid gland were surrounded by histiocytic granulation 
tissue. 

The difficulty in classifying the second case as one of 
eosinophilic granuloma of bone was that the eosinophils 
(numerous when biopsy was carried out) had largely 
disappeared at necropsy. In the third case the eosino- 
phils were<onfined to the lesion in the skull, and in the 
fourth case they were absent. The author concludes 
that there was no reason, on morphological grounds, to 
separate these 4 cases into distinct entities. He thinks 
that too little stress has been laid on the appearance of 
histiocytes in increasing numbers as the eosinophils 
decrease in number. He suggests the following working 
classification, until an aetiological agent is found. Histio- 
cytic reticulosis (inflammatory): (1) Acute—Letterer- 
Siwe’s disease, and rapidly progressive instances of 
eosinophilic granuloma of bone. (2) Subacute—eosino- 


’ philic granuloma of bone, with or without visceral lesions. 


(3) Chronic—slowly progressing histiocytic or lipo- 
granulomatous lesions of bone or viscera, and certain 
fibrous lesions. The majority of cases of Hand- 
Schiiller—Christian disease would fall into this group.. 

T. E. C. Early 


1961. Measurement of Glomerular Filtration Rate in 
Premature Infants 

H. L. Barnett, K. Hare, H. MCNAMARA, and R. 
Hare. Journal of Clinical Investigation [J. clin. Invest.] 
27, 691-699, Nov., 1948. 6 figs., 23 refs. 


The subjects of this inyestigation were 21 premature 
female infants, in good health, 3 to 28 days old. and with 
birth weights of 1,740 to 2,480 g.; 4 to 21 clearance 
periods were completed for each infant. Inulin, manni- 
tol, and p-aminohippurate were used in single injections 
as well as in constant infusions. 

With urine flows of under 0-1 ml. per minute urea 
clearances were less than 3 ml. per minute, and consi- 
derably below the inulin clearances. Above 0-4 ml. 
there was some overlap between the two clearances. 
There was a slight increase of the inulin clearance with 
increasing urine flow rate, but a much greater increase for 
urea. The degree of correlation between the reabsorp- 
tion of water and urea was high. The authors believe 
that inulin provides a true measure of glomerular filtra- 
tion in infants, whose filtration rate is, however, much 
lower than that of adult females, expressed in terms of 
surface area. 

After moderate water deprivation, inulin urine- 
plasma ratios as high as 227 were found, showing that 
water conservation occurs chiefly by increased tubular 
reabsorption in premature infants, just as in adults. 
Finally, it is demonstrated that the tubules of the pre- 
mature infant are responsive to the pituitary antidiuretic 
hormone. G. Loewi 
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1962. The Auriculotemporal Syndrome: A Clinical and 
Pharmacologic Study 

A. S. FREEDBERG, R. S. SHAW, and M. J. MCMANus. 
Journal of Clinical Investigation [J. clin. Invest.] 27, 
669-676, Sept., 1948. 3 figs., 22 refs. 


The authors investigated the aetiology of the auriculo- 
temporal syndrome. They describe patients who suf- 
fered from flushing and profuse sweating on the side of 
the face while eating. In each case there was a history of 
injury to the parotid gland of the same side. The 
affected part of the skin of the face corresponded 
to the cutaneous distribution of the auriculo-temporal 
nerve. 

The sweating was induced by chewing any food but 
was absenf or slight when the patient “* chewed paraffin ”’. 
It was usually accompanied by visible flushing over the 
affected area. The psychical inducement of salivation did 


‘not produce the sweating and flushing, actual food having 


to be chewed and tasted. Procaine blocking of the 
auriculo-temporal nerve resulted in an area of anaesthesia 
in which the sweating failed to appear, but “procaine 
injection of the superior cervical ganglion did not prevent 
the sweating response. Experiments with acetylcholine 
bromide revealed a local hypersensitivity of the sweat 
glands in the area to direct chemical stimulation. The 
sweating response of the area to heat, applied either 
directly or generally to the body, was found to be below 
normal. 

The authors think it possible that the auriculo-temporal 
syndrome may be explained by injury to the auriculo- 
temporal nerve, and subsequent aberrant regeneration of 
parotid secretory fibres along sudomotor and vasomotor 
pathways. The time interval between the original injury 
and the appearance of the syndrome is generally consistent 
with a period of nerve degeneration and subsequent 
regeneration. The abnormalities in sensation, decreased 
sweating response to heat, and defective vasomotor 
response are consistent with injury to all components of 
the auriculo-temporal nerve. The hypersensitivity of 
the sweat glands would not, however, -be expected to 
persist after regeneration had taken place. It is therefore 
suggested that the auriculo-temporal syndrome represents 
the response of denervated and hypersensitive sweat 
glands to previously inapparent cranial sudomotor 
impulses. The authors refer in this respect to the normal 
facial sweating induced by hot spicy food. Hyper- 
sensitivity to cholinergic substances has previously been 
shown to occur in organs after denervation has taken 
place. 

The severity of the symptoms varied considerably, and 
the authors suggest that relief might be obtained in cases 


of severe flushing and sweating by interruption of the | 


efferent arc by alcohol injection or surgical section of the 
auriculo-temporal nerve. R. P. Foggie 


General 


ALLERGIC DISORDERS 


1963. Study on the Mechanism of Dermatitis Venenata 
in the Guinea Pig with a Demonstration of Skin-sensitizing 
Antibody by Passive Transfer 

S. B. Crepes and R. A. Cooke. Journal of Allergy [J. 
Allergy] 19, 353-357, Nov., 1948. 9 refs. 


Guinea-pigs were sensitized to poison-ivy extract by 
applying one drop of a 5% alcoholic extract to the skin 
every other day for 10 days. It was found that the serum 
of 46% of the animals gave a positive passive transfer 
reaction, while washed splenic cells gave such a transfer 
in 84% of cases. This suggests that other tissues of the 
body than skin can be sensitized by certain cutaneous 
antigens. Experimentally the antibody does not pass 
through the placenta. 

[Passive transfer by serum of an epidermal sensitivity 
has not been previously demonstrated. It will be inter- 
esting to see whether other workers using different epider- 
mal antigens will be able to obtain similar results.] 

A. W. Frankland 


1964. Experiments on Histamine Refractoriness. III. 
The Effect of Histamine Pretreatment on the Establish- 
ment of Active Sensitization 


L. FARMER. Journal of Allergy [J. Allergy] 19, 358-360, ~ 


Nov., 1948. 3 refs. 


By use of the Schultz=—Dale technique it was shown that 
histamine pre-treatment of guinea-pigs sensitized to egg 
white (in contrast to those serum-sensitized) failed to 
decrease their anaphylactic response to the specific 
antigen. A. W. Frankland 


1965. Experiments on Histamine Refractoriness. IV. 
Histamine Pretreatment in Eggwhite-sensitized Guinea 


Pigs 
L. FARMER. Journal of Allergy [J. Allergy] 19, 361-364, 
Nov., 1948. 7 refs. 


Guinea-pigs were previously sensitized by serum of (a) 
sensitized “‘ normal ”’ guinea-pigs; (5) sensitized guinea- 
pigs pre-treated with histamine phosphate; and (c) 
sensitized guinea-pigs pre-treated with histamine azo- 
protein. As the percentage of animals dying of shock 
was the same in each of the three groups, it is concluded 
that such pre-treatment does not interfere with active 
sensitization. : A. W. Frankland 


1966. The Inhalation of Norisodrine Sulfate Dust 
L. R. Krasno, M. GrossMaNn, and A. C. Ivy. Science 
[Science] 108, 476-478, Oct. 29, 1948. 1 fig., 11 refs. 


** Norisodrine sulphate ”’ (“‘ aleudrin ’’) dust was used 
as an inhalant in a group of 24 asthmatics. The drug 
574 
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gave complete clinical relief, either alone or with the 
addition of some other suitable symptomatic drug. 
Dizziness and/or palpitations, in association with slight 
tachycardia and a fall in blood pressure, occurred in 4 
patients. A. W. Frankland 


1967. Fatality Associated with Benadryl Therapy. 
Report of a Case 

N. S. BLACKMAN and J. C. Hayes. Journal of Allergy 
[J. Allergy] 19, 390-392, Nov., 1948. 5 refs. 


The case is described of a 47-year-old woman with 
bronchial asthma who was given 100 mg. of “* benadryl ”’ 
at noon and another 100 mg. 4 hours later. An hour 
after the second dose the patient was cyanotic and 
perspired profusely. Later she became semi-conscious; 
she died 26 hours after the second dose of benadryl. 
At necropsy neither macroscopical nor microscopical 
examination revealed the cause of death. 

H. Herxheimer 


1968. Histamine Antagonists XII. Neohetramine, 2- 
(N-Dimethylaminoethyl - N - p - Methoxybenzyl) - Amino- 
pyrimidine Hydrochloride; Clinical and Pharmacologic 
Results 

T. B. BERNSTEIN and S. M. FEINBERG. Journal of Allergy 
[J. Allergy] 19, 393-395, Nov., 1948. 3 refs. 


‘““ Neohetramine”’ is another drug which has anti- 
histaminic and anti-anaphylactic properties in guinea- 
pigs and inhibits the effect of histamine and whealing 
due to antigens in human subjects; 148 patients received 
50 to 100 mg. of the drug 1 to 4 times daily. Most of 
them suffered from hay-fever or perennial rhinitis. 
“ Satisfactory relief ’’ was noted in 44 to 70% of these 
cases. Reactions were less frequent and less severe than 
with other compounds of the same series. 

H. Herxheimer 


1969. The Inhibition of the Shwartzman Phenomenon by 
Antihistamine and Vitamin P-like Substances 


Z. MARATKA and A. C. Ivy. Gastroenterology [Gastro- © 


enterology] 11, 357-363, Sept., 1948. 4 figs., 28 refs. 


Attempts have been made to explain certain patho- 
logical conditions by the Shwartzman phenomenon. 
The list includes such varied conditions as gangrene after 
the administration of horse serum, putrid lung abscess, 
recurrent haemorrhage in peptic ulcer, ulcerative colitis, 
acute pancreatitis, and the Waterhouse-Friderichsen 
syndrome. 

As hypersensitivity plays a part in producing the 
Shwartzman phenomenon, and as there is a marked 
increase in capillary fragility in the affected area, the 
inhibitory effect of antihistamine substances on the one 
hand and substances resembling vitamin P on the other 
was investigated in 102 white rabbits. The reaction was 
produced in the following way. A filtrate was prepared 
from cultures of Bacterium coli communis and Bact. coli 
communior containing 400 reacting units per ml., 0-25 mi. 
diluted with an equal amount of saline being injected 
into the skin of the abdominal wall. Four reacting 
units were given intravenously 24 hours later. Each 
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drug was tested on a group of 10 animals, and 22 controls 
were used. All drugs had some inhibitory effect. They 
were, in order of potency: “‘ benadryl” orally, benadryl 
intravenously, “ neoantergan”’ orally, rutin orally, 
rutin intravenously, hesperidin intravenously, citrin 
intravenously, benadryl orally with citrin intravenously. 
So far these drugs have been used only in a limited way 
in some of the above-mentioned conditions, and the 
results have been equivocal. The authors make a plea _ 
for the more detailed study of the effect of these sub- 
stances in pathological conditions possibly related to the 
Shwartzman phenomenon. R. Schneider 


1970. Anthisan in Perennial Vasomotor Rhinorrhoea 
T. J. Rem and R. B. Hunter. Lancet [Lancet] 2, 806-— 
807, Nov. 20, 1948. 3 refs. 


In this experiment 37 patients with typical rhinorrhoea 
were first given inactive dummy tablets for 2 weeks. 
Two of them experienced complete relief and 13 ‘ some 
relief ’’. In the 35 patients whose symptoms continued 
nasal biopsy showed an allergic mucosa with eosinophil 
infiltration. These 35 patients then received 0-6 g. 


-“*anthisan’’ (pyranisamine maleate) daily in divided 


doses for 4 weeks. At the end of this period 19 reported 
complete relief, and the nasal mucosa was shown to 
have become normal again. They apparently remained 
free from symptoms for at least 6 months. Of the 
remainder, 12 experienced some relief, and the mucosa 
was found to be unchanged ; 4 patients obtained no 
benefit. H. Herxheimer 


1971. Prolonged Protection of Guinea Pigs Against 
Histamine by Means of Pellets of Pyribenzamine in Bees- 
wax Implanted Subcutaneously 
A. KELLNER, J. W. CorreLt, A. T. Lapp, and E. C. 
ALvorD. Journal of Immunology [J. Immunol. M] 60, 
339-343, Nov., 1948. 9 refs. 


Study of the action of antihistamines in diseases pos- 
sibly related to hypersensitivity demanded a method for 
prolonged protection of animals against lethal doses of 
histamife. This report from the Department of Patho- 
logy, Cornell University Medical College, shows that 13 
out of 14 guinea-pigs in which a pellet containing 500 mg. 
of “‘ pyribenzamine ’’ in 2 g. of beeswax was implanted 
subcutaneously survived intravenous or intracardiac 
injection of from 0-6 to 3-4 mg. histamine per kilo body 
weight for 7.days after the implantation. Control 
animals given 0-4 to 2:2 mg. of histamine per kilo died 
immediately. The protected animals had little or no 
respiratory difficulty but often became very lethargic 
after the non-lethal dose of histamine. It is suggested 
that this may be due to a direct effect of histamine on the 
central nervous system which is seen only when the 
animal is protected from the immediate lethal effect. 

- [The authors note that other workers have attributed 
histological changes in the central nervous system of 
dogs after histamine- injection to vasodepression and 
anoxia. It would be interesting to know what changes 


occurred in blood pressure when histamine was injected 


_ 345-348, Nov., 1948. 
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into the guinea-pigs protected from the lethal broncho- 
constrictor action. The depressant effect on the central 
nervous system may well be secondary to hypotension, 
against which effect protection by antihistamines is often 
less.] Derek R. Wood 


1972. The Effect of Pyribenzamine in Beeswax on 
Experimental Meningoencephalomyelitis in the Guinea Pig 
E. C. ALvorp, J. W. Correct, A. T. LApp, and A. 
KELLNER. Journal of Immunology [J. Immunol.} 60, 
16 refs. 


Subcutaneous implantation into guinea-pigs, at weekly 
intervals, of a pellet containing 500 mg. of “ pyribenza- 
mine ” in beeswax has been shown to protect the animals 
continuously ‘against the action of several times the 
normal lethal dose of histamine. This treatment did not 
alter the incidence and severity of meningo-encephalo- 
myelitis produced by subcutaneous injection of an 
emulsion of guinea-pig brain and heat-killed tubercle 
bacilli. [These results give no decisive assistance in 
assessing the pathogenesis of this disease.] 

Derek R. Wood 


1973. The Influence of Intravenously Administered 
Benadryl! on Blood Pressure and Electrocardiogram 

G. MACKMULL. Journal of Allergy [J. Allergy] 19, 
365-370, Nov., 1948. 2 figs., 5 refs. 


Varying amounts (50 to 300 mg.) of “ benadryl ” were 
dissolved in 50 ml. of distilled water and injected intra- 
venously, the injection lasting for 4 minutes. Then 
subjects who were free from cardiovascular disease or 
allergy were employed for testing the different amounts 
of the drug, and the pulse rate, blood pressure, and 
electrocardiogram were recorded at short intervals up to 
60 minutes. Dizziness, tingling in hands and feet, 
sleepiness, difficulties with speech, tremors, and nausea 
were encountered. The blood pressure was elevated, 
especially after doses of from 100 to 300 mg. After 300 


mg. the systolic pressure increased by about 40, the dias- . 


tolic pressure by about 25 mm. Hg; the peak value was 
reached between 5 and 10 minutes after the injection, but 


_ an increase was still noticeable after 60 minutes. The 


increase after doses below 100 mg. lay between 5 and 10 
mm. Hg. Slight depressions of the ST segments were 
seen after 100 and 200 mg. in 2 cases. H. Herxheimer 


1974. Studies on the Chronic Toxicity of Pyranisamine 
Maleate (Neo-antergan Maleate) in Animals 

C. A. Winter, S. Kuna, and C. W. MusHetr. Journal 
of Allergy [J. Allergy] 19, 371-375, Nov., 1948. 3 refs. 


Rats received amounts of “ neoantergan”’ (‘‘ anthi- 
san’) varying from 10 mg. to 1,000 mg. per kilo, dogs 
20 mg. per kilo, monkeys 50 to 100 mg. per kilo body 
weight daily for periods of up to6 months. At intervals 
blood and urine were examined, and the morbid anatomy 
was studied after the end of the observation period. In 
rats a dose of 10 mg. per kilo 5 times weekly was safe for 
6 months, and a dose of 200 mg. per kilo daily was safe 
for 32 days; in dogs, 20: mg. per kilo proved safe for 5 


- Allergy [J. Allergy] 19, 376-383, Nov., 1948. 


months, in monkeys 50 mg. per kilo for 35 days. Signs of 
cumulative effect were not observed. H. Herxheimer 


1975. Use of Antihistaminic Drugs in Treating Patients 


Allergic to Liver Extract 


H. M. Carryer and G. A. Koetscue. Journal of 
13 refs. 


Of about 1,900 patients with macrocytic anaemia seen 
between 1935 and-1944 at the Mayo Clinic, 20 developed 
an allergic reaction, mostly urticaria or angioneurotic 
oedema. In 8 of these cases “* benadryl ’’ (150 to 200 
mg. daily in 3 or 4 doses) was used, in 6 of them success- 
fully. One of these patients had tolerated liver injections 
for 5 years and became sensitive to them when he 
developed early symptoms of Addison’s disease. Bena- 
dryl had no effect and “‘ pyribenzamine ”’ suppressed the 
urticaria incompletely. H.. Herxheimer 


1976. Side Effects of Three Antihistaminic Drugs 

D. E. Ho_tKamp, D. D. HAGERMAN, and R. W. Wuite- 
HEAD. Journal of Allergy [J. Allergy] 19, 384-389, Nov., 
1948. 4 figs., 12 refs. 


The effects of 50 mg. “ benadryl”, 50 mg. “ pyri- 
benzamine ”’, and 25 mg. benadryl combined with 100 mg. 
aminophylline (‘* hydryllin’’?) on 10 healthy students 
were investigated. For this purpose a letter cancellation 
test (Bourdon) was used as a test of mental ability, and a 
two-point discrimination test for sensory perception. 
Reaction time, pulse rate, blood pressure, and respiratory 
rate were also measured. Pyribenzamine and benadryl 
caused a decrease in efficiency in more than half of the 
subjects, whereas hydryllin caused an increased efficiency 
in the majority of subjects. H. Herxheimer 


1977. Environmental Excitants of Idioblaptic Allergy 
(Inhalants) 

A. F. Coca. Annals of Allergy [Ann. Allergy] 6, 501- 
505, Sept.—Oct., 1948. 2 refs. 


’ This paper is concerned with the effect of inhalant 
allergens. in causing hypertension and dermatitis. The 
author quotes 4 case histories. Three patients were 
found to have raised blood pressure which, in the 
author’s opinion, was caused by sensitivity to airborne 
allergens. Measures taken to restrict the amount of dust 
in the air are said to have been effective in reducing blood 
pressure. In the fourth case dermatitis was thought to be 
due to a number of foods and a soap powder with which 
the patient came into contact in the form of an inhalant. 
The author postulates a form of allergy (non-reagenic 
or “ idioblaptic ”’) in which there is an absence of a skin- 


reacting mechanism, or indeed of circulating reagins. — 


He considers that a rise of pulse rate after contact with 
any substance to which the patient might be sensitive is 
evidence of this form of allergy. Thus, if the pulse rate 
is higher before rising in the fi morning than on retiring at 
night, it suggests that the patient is sensitive to dust 
derived from bedding. 

[The evidence in favour of this hypothesis.is, in the 
abstracter’s opinion, inconclusive. The case histories of 
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METABOLIC 
the hypertensive patients are also unconvincing. In one 
case the evidence for improvement of hypertension is 
based on subjective relief of symptoms only; in the other 
2 cases the changes in blood-pressure readings are not 
greater than might occur in untreated subjects. No 
convincing evidence has yet been brought forward to 
show that persistent hyperpiesis can be allergic in origin.] 

R. S. Bruce Pearson 


1978. Dust-seal. Its Use in the Avoidance of “ House 
Dust ’’ by Dust-sensitive Persons 

A. F. Coca. Annals of Allergy [Ann. Allergy] 6, 506- 
510, and 517, Sept.—Oct., 1948. 8 refs. 


In this paper the effect of a commercial preparation 
known as “‘ dust-seal ”’ in reducing the dust content of the 
air is described. The material consists of an oil emulsion 
which is applied to. rooms to prevent dust from rising. 
Six case histories of patients sensitive to house-dust are 
given in which symptoms were relieved by the use of 
dust-seal. 

[This substance, which was first introduced with a view 
to controlling the spread of infections by air-borne 
bacteria, may well be of value to those who show evidence 
of sensitivity to house-dust.] R. S. Bruce Pearson 


1979. Clinical Evaluation of Phenindamine (2-Methyl-9- 
Phenyl-2,3,4,9,-Tetrahydro-1-Pyridindene Hydrogen Tar- 
trate) as an Antihistaminic Agent 

T. H. McGavack, J. WEISSBERG, A. SHEARMAN, A. M. 
Fucus, P. M. SCHULMAN, I. J. DREKTER, and L. J. Boyb. 
American Journal of the Medical Sciences [Amer. J. med.. 
Sci.] 216, 437-445, Oct., 1948. 3 figs., 8 refs. 


Impressed by the results of animal experiments the 
authors gave phenindamine (“thephorin”) to 133 
normal persons (aged 18 to 61 years) and 136 patients 
(aged 21 to 68 years) with allergic diseases to study its 
therapeutic value. For its antihistaminic effect the drug 
was given in the form of 25 mg. tablets in doses varying 
from 75 to 600 mg. daily for periods varying from 1 to 20 
weeks. For a study of its non-specific effects, such as its 
influence on glucose tolerance, a single dose of 300 to 
600 mg. was used. The authors describe their results 
under the following headings: (1) Antihistamine 
effects. (2) Non-specific effects (glucose tolerance, basal 


“metabolism, blood count, blood chemistry, pulse, blood 


pressure, and electrocardiogram). (3) Treatment of 
allergic diseases, chiefly hay-fever, vasomotor rhinitis, 
bronchial asthma, and urticaria. (4) Toxic effects. 
They conclude from comparative observations that 
phenindamine is about one-half as toxic as “* benadryl ” 
and “ pyribenzamine”’, with no side-effects. Apart 
from hay-fever, in which phenindamine is as effective as 
benadryl, its therapeutic value is limited in allergic 
diseases. They rightly emphasize that no one anti- 
histaminic drug can be of universal value; choice of a 


suitable preparation must be by “ trial and error ”’ only. 


S. Karani 


See also Section Paediatrics, Abstracts 1952-53, and 
Section Disorders of the Blood, Abstract 2041. 
M—2P 
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1980. Generalized Lipodystrophy. (Lipodistrofia 
generalizada) 

D. FERNANDEZ LuNA and R. I. LAaTIENDA. Revista de 
la Asociacion Médica Argentina [Rev. Asoc. méd. argent.] 


_ 62, 590-592, Oct. 30, 1948. 6 figs., 5 refs. 


The authors describe an unusual case of lipodystrophy 
differing from Whipple’s disease in that it occurred in a 
child of 17 months and changes were more generalized 
than is usual in the latter condition. The child, a rather 
poorly nourished male with nothing abnormal in the 
previous history, was admitted with diarrhoea; oedema 
and ascites developed and the child eventually died. On 
admission the haemoglobin value was 75%, serum pro- 
tein content 4-05%, calcium 6-9 mg. per 100 ml., phos- 
phorus 2:29 mg. per 100 ml., and phosphatase 8-29 
Bodansky units. Necropsy revealed in the peritoneal 
cavity a network of yellowish-white lymphatic swellings, 
which were necrotic in the centres. The lymphatics 
appeared to be dilated with a substance resembling 
coagulated milk. The intestinal mucosa was oedema- 
tous. Microscopically the skin was found to be infil- 
trated with very large fat-containing cells. The abdomi- 
nal lymph nodes were partially necrotic; there were 
many free globules of fat, and the subserous layer of the 
intestine was infiltrated with granulomatous tissue which - 
took the Sudan stain. The liver was very fatty, and other 
parts of the reticulo-endothelial system were affected. 
The nature of the fat was not ascertained. The authors 
think that the case may represent an early stage of 
Whipple’s disease. Paul B. Woolley 


1981. Obesity and its Treatment, with Particular 
Reference to the Use of Anorexigenic Compounds 

R. H. W. H. DAuGHADAY, W. F. Rockers, 
S. P. Asper, and B. T. Towery. Annals of Internal 
Medicine [Ann. intern. Med.| 29, 510-532, Sept., 1948. 
7 figs., 12 refs. 


Largely owing to the teaching of Hilde Bruch, 
American physicians are more and more coming to regard 
obesity as a psychological problem. Briefly, the conten- 
tion is that obesity is the result of overeating by those who 
are psychologically immature, as a solace, as a gratifica- 
tion habit, or as a defence against feelings of inadequacy 
or of inferiority. This notion in various forms of 
sententious phraseology is having a considerable vogue 
in America and is coming to be something of a cult. 
Instead of being sent to metabolism clinics, fat overfed 
children are hustled off to a psychologist; dietetic 
physicians are becoming exasperated at the inroads being 
made into their field by pure psychologists, lay or 
medical. This article is therefore an odd mixture of 
stress upon the psychological aspects of obesity with a 
glance at what the author calls the “ anorexigenic”’ 
compounds. These are very numerous in America, and 
are known under names such as “ benzedrine” and 
“dexedrine ’’ in Britain. Dexedrine is d-1-phenyl-2- 
aminopropane; 1-phenyl-2-methyl-aminopropane and 
1-cyclohexyl-2-methyl-aminopropane are also used. As 
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a rule they depress appetite and promote a feeling of 
well-being, but as they sometimes cause nausea and 
depression they. are by no means universally applicable. 
The selection of an anorexigenic compound depends on 
the loss of weight produced in relation to the ill effects 
provoked. 

[The authors try to make the best of both the metabolic 
_ and psychological worlds, and, although the paper 
contains a good deal of useful and thoughtful speculation, 
much of it is delightfully naive.] G. F. Walker 


1982. ‘“ Black Tongue ’’ as a Deficiency Sign in Man. 
(Die “‘schwarze Haarzunge”’ (Black tongue) als Mangel- 
erscheinung bei Menschen) 

T. Doxiapes and M. Tiwiakos. Schweizerische Medizi- 
nische Wochenschrift [Schweiz. med. Wschr.| 78, 1041- 
1042, Oct. 23, 1948. 3 figs., 12 refs. 


There seems to be a relation between “* black tongue ”’ 
_in dogs and in man. In support of this view, the follow- 
ing are quoted: (a) the prompt beneficial action of 
nicotinamide and vitamin B complex; (6) the fact that 
in 4 of the authors’ cases of black tongue conditions were 
favourable for the development of a B-complex avitami- 
nosis; (c) the fact that black tongue appeared mainly in 
the spring; (d) the association in one case with pernicious 
anaemia or a B-complex deficiency. In contrast to these 
findings are the facts that no reports exist of black tongue 
in pellagra or in epidemics, that in experimental human 
pellagra black tongue has never been noted, and that 
black tongue was never observed during the gréat famine 
in Greece in 1941-2. The authors consider that black 
tongue is a symptom of a chronic vitamin deficiency. 
Four case histories are given. Harold Jarvis 


1983. A Note on Vitamin B Complex Deficiency States 
Among Africans in the Gold Coast 

J. Dawson, G. M. Finpiay, and R. D. WarD. Trans- 
actions of the Royal Society of Tropical Medicine and 
Hygiene [Trans. R. Soc. trop. Med. Hyg.] 42, 277-282, 
Nov., 1948. 1 fig., 4 refs. - 


Five cases of optic atrophy occurred among African 
soldiers serving on the Gold Coast and living on the usual 
Army diet, which had not previously caused this condi- 
tion in troops in the area. In all cases there was gross 
contraction of the field of vision and one patient had 
signs of generalized polyneuritis. These men, all Gold 
Coast natives, had been stationed in Sierra Leone for 
from 1 year to 3 years where apparently they lived on a 
predominantly rice diet, instead of the usual one of 
cassava and yams or millet. Skin and tongue lesions 
associated with vitamin B complex deficiency were 
absent. 

The bisulphite binding power of the urine was markedly 
raised, while the urinary excretion of aneurin (thiamin) 
after a test dose of 0-5 mg. never exceeded this amount in 
24 hours (compared with 0-9 to 2:5 mg. in normal 
controls). Treatment with 50 mg. of aneurin daily for 
7 days, with riboflavin, nicotinic acid, and “ multivite ” 
yeast tablets failed to cause any improvement, although 
the bisulphite binding’ power of the urine returned to 
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normal and the patients appeared fully saturated with 
aneurin. From examination of African troops who had 
served for 2 or 3 years on the Gold Coast, and of African 
civilians living there on their usual diet, it appeared that 
the normal Army diet afforded a greater degree of protec- 
tion against deficiency states than the civilian. Africans 
normally live on the borderline of deficiency states, 
Only 2 cases of incipient optic atrophy with aneurin 
deficiency were found-among a group of 90 soldiers 
/returning from Sierra Leone. This condition was not 
found amongst African civilians living on the coastal belt 
of the Gold Coast, although their diet showed. many 
deficiencies. C. F. Shelton 


1984. Potential Diabetes: A Report of Thirteen Cases 
E. A. MARSHALL. Glasgow Medical Journal (Glasg. med. 
J.] 29, 371-377, Nov., 1948. 1 ref. 


The author presents an interesting study of 13 cases of 
“ potential diabetes ’’ discovered during examination of 


men recruits for the Army, and compares the original — 


abnormality of the glucose-tolerance test with a subse- 
quent test. The usually accepted criteria of normality— 
a fasting blood-sugar of 120 mg. per 100 ml. or less, with 
a return to normal in 2 hours after glucose—were strictly 
observed. On repeating the tolerance curves in these 
13 patients at an interval of 1 to 27 months, only 1 was 
found to be definitely diabetic, 2 “ potentially’ so, 1 
quite normal, and 8 had “‘ storage defect’ curves. Some 
cases are left in doubt, but the author emphasizes the 
importance of not labelling a glycosuric as a diabetic or 
“* potential ’’ diabetic merely on one slightly abnormal 
glucose-tolerance reaction. R. D. Lawrence 


1985. Labile Diabetes: Electro-encephalographic Status 
and Effect of Anticonvulsive Therapy 


M. FABRYKANT and B. L. PACELLA. Annals of Internal 
Medicine [Ann. intern. Med.] 29, 860-877, Nov., 1948. 
2 figs., 25 refs. 


Labile diabetes can keep both patient and physician 
for many years in a state of uncertainty and what the 
present author describes as “chaos”, Also, many 
labile diabetics find themselves wrongly accused of 
malingering, hypochondriasis, neurosis, and diabetic 
delinquency. Patient and doctor lose confidence in each 
other. 

This paper reports, with illuminating clinical- detail, 
upon 7 such patients who were found by electroencephalo- 
graphic studies to be prone to mild and unsuspected 
epilepsy. The series is too small for far-reaching conclu- 
sions to be drawn, but all the patients improved con- 
siderably under anticonvulsant treatment. This took the 
form of administration of “ tridione”’, “ dilantin”, 
and “ mesantoin ’’, of which the second was found to be 
most generally useful. Most of the patients claimed that 
under anticonvulsant treatment their feelings of well- 
being and improved mental and physical stamina were 
far in excess of what could be expected from the improve- 
ment in the laboratory findings, good as these were. 

G. F. Walker 
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Cardiovascular Disorders 


1986. Subjective Manifestations of the Hyperactive 
Carotid Sinus Reflex 4 

L. H. SIGLER. Annals of Internal Medicine [Ann. intern. 
Med.} 29, 687-697, Oct., 1948. 1 fig., 17 refs. 


The effect of pressure over the carotid sinus was ob- 
served in 1,193 patients—750 males and 443 females aged 
between 15 and 75 years. In some cases pressure on one 
side of the neck had no effect when with similar pressure 
on the other side various abnormalities were observed. 
Of the patients tested 970 (81-3%) showed one or more 
subjective disturbances besides inhibition of the heart and 
vasodepression. As a rule compression for 15 seconds 
was enough to bring about all the manifestations in the 
given individual, although some responded in 4 seconds 
while others required about a minute. In order of 
frequency the subjective disturbances were as follows: 
cerebral, affecting the eye, vasomotor, sensory, respira- 
tory, somatic muscular, constitutional, gastro-intestinal, 
and cardiac. Many of the individuals who exhibited 
manifestations on carotid-sinus pressure suffered no 
spontaneous attacks; conversely, some of those with 
spontaneous attacks did not develop such attacks’ on 
carotid-sinus pressure. Individuals of the older age 
groups, especially those with cerebral arteriosclerosis, 
showed the greatest number and degrees of disturbance. 
Great caution must therefore be exercised in performing 
the test in such individuals. C. Bruce Perry 


1987. U Wave Inversion 
J. H. PAtmMer. British Heart Journal (Brit. Heart J.} 
10, 247-251, Oct., 1948. 5 figs., 6 refs. 


Seven patients are reported with cardiac pain on effort 
and U-wave inversion; in 5 of them it was inverted in one 
or more leads apart from exertion. After a test exercise 
which was continued till cardiac pain developed (except 
in one patient) U became more negative, or became 
negative in leads where it was previously positive or flat. 
Greatest and most frequent inversion was seen in the 
chest leads (CF leads only were used) and lead I. 
Nearly always there were other abnormal features of the 
tracing apart from the inverted U wave, and changes in 
T and ST also followed exercise tests. Changes in T 
and U in opposite directions were sometimes noted. 
Four cases in which U inversion was the only cardio- 
graphic abnormality are also described. All the patients 
had cardiovascular disease. 

[If further studies of the U wave, such as this, are made, 
the prevailing view that it is of little importance may have 
to be revised.] S. H. Cookson 


1988. A Loud-speaker Stethoscope for Clinical Teaching 
A. F. Puturps. British Heart Journal (Brit. Heart J.] 
11, 48-54, Jan., 1949. 4 figs., 14 refs. 


. PERICARDIUM 


1989. Acute Pericarditis of Benign Type 

R. B. LoGue and M. H. Wenpkos. American Heart 
Journal [Amer. Heart J.] 36, 587-599, Oct., 1948. 7 figs., 
19 refs. e 


Seventeen new cases of acute pericarditis of benign type 
are described, with special reference to the electrocardio- 
graphic findings which the authors hold to be of great 
value in differential diagnosis. R. T. Grant 


1990. Chronic Constrictive Pericarditis Over the Left 
Heart Chambers and its Surgical Relief 

P. D. Wuite, F. ALEXANDER, E. D. CHURCHILL, and H. R. 
Sweet. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 216, 378-388, Oct., 1948. 1 fig., 
7 refs. 


Chronic constrictive pericarditis which involves 
predominantly the left side of the heart may be distin- 
guished by certain clinical features. These depend on 
secondary effects on the pulmonary circulation and right 
heart produced by the constriction of the left heart 
chambers, acting like mitral stenosis; they consist of 
accentuation of the pulmonary second sound, enlarge- 
ment of the right ventricle, persistent chronic congestion, 
and electrocardiographic right axis deviation. Three . 
such cases are discussed, and the value is emphasized of 
cardiac catheterization for pre-operative localization of 
the site of constriction, and of left transthoracic approach 
for surgical decortication instead of the usual anterior 
exposure. J. L. Lovibond 


1991. Chronic Constrictive Pericarditis: A Study of 
53 Cases 

O. PAUL, B. CASTLEMAN, and P. D. WHITE. American 
Journal of the Medical Sciences {[Amer. J. med. Sci.) 216, 
361-377, Oct., 1948. 1 fig., 6 refs. 


This is an analysis of the clinical and pathological 
findings in a consecutive series of cases of chronic 
constrictive pericarditis seen at the Massachusetts 
General Hospital and in private practice between 1913 
and 1947. The authors emphasize the difficult diag- 
nostic problem which this condition may present, the 
gravity of its effects despite encouraging advances in 
surgical treatment, and the obscurity of its aetiology. 
Shortness of breath on effort is the most constant symp- 
tom, yet orthopnoea is infrequent; it is usually due to 
constriction of the heart itself, for the influence of hydro- 
thorax, elevation of the diaphragm due to ascites, and 
arrhythmia can be discounted. Although the clinical 
signs suggest failure of the right ventricle it is evident from 
necropsy studies that the left ventricle is equally con- 
stricted, and that the whole heart is indeed affected. 
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The increased pulmonary second sound in these cases is 
evidence of the pulmonary hypertension resulting from 
left ventricular tamponade. In one-third of the cases the 
heart was enlarged, sometimes greatly. Radiological 
observation of the pericardial calcification and of the 


‘ character of the cardiac pulsations, together with the 


cardiographic pattern, are important in diagnostic 
assessment. Surgical relief by pericardiolysis and partial 
pericardiectomy involves a difficult procedure, and a 
single operation may not be enough. When the myo- 
cardium is involved results are poor. Older patients and 
those with minimal disability should probably not be 
treated by surgery. Although a tuberculous origin in 
all cases is likely this is difficult to prove histologically, 
and other aetiological factors may also be important. 
J. L. Lovibond 


HEART 
1992. Significance of Electrocardiographic Changes in 
Rheumatic Fever 


M. SokoLow. American Journal of Medicine [Amer. J. 
Med.) 5, 365-378, Sept., 1948. 6 figs., 28 refs. 


In young adults with rheumatic fever unequivocal signs 
of carditis are not common, and altered heart sounds, 
varying systolic murmurs, and subjective symptoms are 
difficult to evaluate. An electrocardiographic (ECG) 
abnormality may be the only criterion of active carditis, 
but it should be recognized that the normal electrocardio- 
graphic variation is great and an isolated abnormality 
does not justify a diagnosis of rheumatic carditis. It is 
also important to determine the initial ECG pattern as 
soon as possible in the course of the disease and to observe 
the electrocardiogram subsequently at frequent intervals 
because it may indicate active carditis when other evidence 
suggests recovery. The ECG alone reveals carditis 
twice as often as all the other criteria combined; never- 


theless negative findings may be present throughout. 


actively progressive carditis. 

Discussion is based on 700 personally observed cases 
of rheumatic fever, of which 147 (21%) had ECG abnor- 
malities. The latter are grouped as follows. (1) 
Conduction defect. Eighty-eight out of the 147 abnor- 
malities were conduction defects—partial A-V block, 
complete A-V block, and intraventricular block. These 
changes are usually transient. A P-R interval of 0-2 to 
0-22 second is taken as normal, but with rapid heart rates 
shorter P-R_ intervals represent normality. Serial 
records which show a shortening of P-R interval of more 
than 0-04 second are taken as evidence of transient 
conduction defect. In 4% of cases with prolonged 
conduction time the change was fixed over a period of 
months, and the authors suggest that this may mean that 
the isolated prolongation of conduction time found in 
normal aviators may be due to rheumatic carditis. 
(2) T-wave changes. Of the 147 abnormalities 52 took 
the form of inverted or diphasic T waves in leads I, II, 
and IV in the absence of clinical pericarditis. It is 
emphasized that serial electrocardiograms may show that 
an isolated pattern which could be accepted as normal 
is in fact abnormal. The mechanism of these T-wave 


changes is uncertain, but they are similar to experimentally 
produced subepicardial inflammatory changes in the 
ECG. (3) Miscellaneous changes. Twenty-six of the 
abnormalities consisted of abnormal rhythms, inverted 
P waves (P2, Ps), or alterations in electrical axis, but these 
changes were rarely isolated and were not accepted alone 
as evidence of carditis. Auricular fibrillation was rare. 
Inflammatory foci in the myocardium may be responsible 
for the abnormal origin of stimuli and P wave inversion. 
Where the ECG and clinical findings disagree observation 
of progress is necessary to decide whether carditis is 
active or whether the ECG changes represent old 
inactive disease and scarring of the myocardium. 
John Anderson 


1993. Serial Electrocardiographic Changes in Young, 
Adults with Acute Rheumatic Fever; Report of 62 Cases 

N. S. BLACKMAN and C. I. HAMILTON. Annals of 
Internal Medicine [Ann. intern. Med.) 29, 416-431, 
Sept., 1948. 7 figs., 17 refs. 


In 62 soldiers, aged 17 to 21, admitted to hospital for 
acute rheumatic fever, serial electrocardiograms were 
taken every other day during the first week and twice a 
week, thereafter until the patient’s discharge for con- 
valescence. The limb leads and lead CF, were taken, and 
lead III was taken during normal respiration and again 
during held irtspiration. Changes were determined by 
the limb leads alone. Only one case showed entirely 
normal records throughout. The most important 
changes were: alterations in T waves and ST segments in 
38 cases; first-degree auriculo-ventricular block in 26; 


prolongation of the Q-T interval in 22 (KV cycle 
exceeding 0-4 second); elevation or depression of ST 
segments in 14; S,, Q; pattern in 7; inversion of T waves 
in limb leads in 7; S, greater than 3 mm., without axis 
deviation, in 7. It is emphasized that a larger number 
showed changes in final deflections than lengthening of 
P-—R intervals, and that the return to normal of the 
electrocardiogram cannot be accepted as indicating 
complete remission of rheumatic activity. The import- 
ance of taking serial tracings is stressed, since changes 
are frequently transient and single tracings may often be 
normal. Six cases are reported in more detail and their 
tracings are reproduced. 

[The authors’ method for determining axis deviation 
seems unusual. Case 5, interpreted as showing a 
wandering pacemaker, may well have been one of dis- 
sociation with interference.] A. Schott 


1994, Long Survival with a Cardiac 
A. Copounts. British Heart Journal (Brit. Heart J.] 10, 
244-246, Oct., 1948. 4 figs., 2 refs. 


The author reports from the Hospital of the Greek Red 
Cross, Athens, the case of a man aged 45 with an attack 
suggesting cardiac infarction. No cardiograms were 
taken. Pericarditis with effusion developed, but the 
latter cleared up within a month. A distinct bulge was 
then visible in the radiograph on the left ventricular 
profile. Twenty months later the bulge was considerably 
larger and showed dilatation with each systole, allowing 


pre 


| 
| |. 

if 

Li 

an 

pu 

ur 

fre 

wi 

pa 

pr 

ca 

gr 

19 

Se 

A. 

10 

59 

in 

ge 

su 

m 

fai 

nc 

& 

ch 

fo 

th 

he 

th 

ar 

wi 

in 

ve 

in 

an 

th 

wi 

TI 

TI 

ar 

ca 

TI 

19 

J. 


HEART j 581 


a diagnosis of left ventricular aneurysm to be made. 
Later observations showed some decrease in the swelling 
and areas of greater density suggesting calcification, but 
pulsation was still well seen. The aneurysm has been 
under observation for 13 years and the patient is still free 
from symptoms. 

[It is doubtful if a cardiac aneurysm could develop 
within a few weeks of the attack of acute infarction. The 
patient had been having mild anginal attacks over the 
previous five years, and it is likely that there had been 
cardiac infarction before the one described. Cardio- 
grams would probably have given evidence of this.] 

S. H. Cookson 


1995. Dissecting Aneurysm of the Interventricular 
Septum 

A. A. F. Pee.. British Heart Journal [Brit. Heart J.] 
10, 239-243, Oct., 1948. 4 figs., 11 refs. 


The case reported in this paper concerns a woman aged 
59 with acute cardiac infarction whose pain was located 
in the back. Three weeks after the onset, when she was 
getting about and apparently convalescent, she developed 
sudden dyspnoea, pallor, and cardiac murmurs. One 
month after the onset there were signs of congestive 
failure and a very feeble pulse; the blood pressure was 
not registrable. A loud blowing murmur obscured the 
first sound; it could be heard over a wide area of the 
chest, back and front, but was maximal between the 
fourth chondro-sternal junction and the apex. She died 
the following day, and post-mortem examination of the 
heart revealed an area of swelling and discoloration at 
the lower end of the interventricular septum. Nearer the 


‘apex was another bulge due to an old infarction. There 


was nothing in the history to indicate when this previous 
infarction had occurred. There was necrosis of the 
ventricular septum, with a perforation 1 cm. in diameter 
in its upper and anterior part. This led into a dissecting 
aneurysm of the septum which extended down towards 
the apex and caused bulging into the right ventricle and 
was responsible for the swelling near the cardiac apex. 
The aneurysm was partly filled by organizing thrombus. 
The anterior descending branch of the left coronary 
artery was occluded and the other main arteries showed 
calcification. There were recent pulmonary infarctions. 
The mode of production of the murmur is discussed. 
S. H. Cookson 


1996. Cardiac Lesions in Thiamin Deficiency 
J. F. PANtRipGE. British Heart Journal (Brit. Heart J. 
10, 252-262, Oct., 1948. 16 figs., 25 refs. 


Although electrocardiographic changes such as flat 
or inverted T waves are recognized in beri-beri, little is 
known about the accompanying pathological changes. 

Pigs were kept on a diet deficient in aneurin (thiamin) 
and electrocardiograms taken at frequent intervals. All 
the animals developed heart block but the heart rate 
could be restored to normal within 48 hours of admini- 


. Stration of aneurin. In those animals which died, the 


right heart was dilated and lesions were found on 
Microscopical examination. These consisted of areas 


where muscle fibres had disappeared often with mono- 
nuclear cell infiltration; in the more acute cases active 
muscle necrosis was associated with leucocyte exudation. 
In one animal there was severe degeneration in the 
Purkinje cells of the conducting system. Myocardial 
lesions were much commoner in the auricles. The 
literature is fully reviewed. J. McMichael 


1997. A Clinical-pathological Study of the Effect of 
Syphilis on the Heart and Aorta 

H. Gross and L. WALLERSTEIN. Medical Clinics of 
North America (Med. Clin. N. ee 32, 1439-1466, 
Sept., 1948. 38 refs. 


This is an important paper full of data, which should 
be read in the original. A series of 112 cases of cardio- 
vascular syphilis was analysed; 25 patients were seen in 
the dispensary and 87 cases were studied from necropsy 
records. 

Of the cases studied from necropsy reports 34 had 
syphilitic aortitis without valvular disease. It would 
seem that there were no symptoms directly attributable 
to the syphilitic lesion; in all the 34 cases the symptoms, 
including cardiac enlargement or insufficiency, were due 
to other causes such as atherosclerosis or hypertension. 
Aneurysms complicating syphilitic aortitis produced 
signs and symptoms only when they caused pressure on 
adjacent structures. Aneurysms caused heart failure 
only when they produced relative aortic insufficiency by 
their proximity to the aortic cusps. Of the 53 patients 
with valvular lesions found at necropsy about a third had 
complained of pain. This was chiefly due to non-syphili- 
tic causes, such as coronary atheroma. In 7 cases pain 
was due to syphilis, in 3 to coronary stenosis, and in 4 to 
aneurysms. 

Dyspnoea occurred in 15 patients with aortitis un- 
complicated by valvular lesions. In all of these a cause 
complicating the aortitis could be found; this was 
usually hypertension, as shown by the blood pressure 
records or by cardiac hypertrophy, but sometimes 
dyspnoea was extracardiac in origin. In 34 of the 53 
cases in which aortic insufficiency was present at necropsy 
dyspnoea was a symptom. In each of these cases there 
was considerable cardiac hypertrophy due to aortic 
insufficiency or other cause. Stenosis of the coronary 
orifices was recorded 17 times, causing symptoms in the 
same way as coronary atheroma. In no patient did 
coronary stenosis cause sudden death. Syphilis of the 
aortic commissures was frequently found at necropsy 
without previous clinical evidence of its presence. 
Aortic insufficiency can be diagnosed as syphilitic by 
exclusion. In some cases of aortic insufficiency the 
disease may follow a rapid course due to severe and rapid 
destruction of the valves; in others the course may be 
prolonged with repeated episodes of congestive failure. 

[In the patients dying without clinical symptoms it 
would have been interesting to know whether the diag- 
nosis of syphilis was made only on. the macroscopical 


‘findings at necropsy or whether such findings were 


supported by histological and serological evidence. 
Without adequate histological evidence other forms of 
aortitis may be considered syphilitic.] F. A. Langley 
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1998. The Heart in the Pneumoconiosis of Coalminers 
A. J. THomas. British Heart Journal (Brit. Heart J.J 
10, 282-292, Oct., 1948. 7 figs., 29 refs. 


A study has been made of 96 cases of coalminers’ 
pneumoconiosis, ranging from the earliest to the most 
advanced stage of the disease. The disease remains for a 
long time in what is called “‘ the pulmonary phase ” with 
dyspnoea, fatigue, cough, and pain in the chest. Later 
“the cardiac phase ’’ supervenes with increased breath- 
lessness, oedema of the lower extremities, and upper. 
abdominal discomfort. The full picture of pulmonary 
heart failure with a full pulse and warm hands often gave 
way to less distinctive signs as the failure advanced. 
There was no polycythaemia. This picture of right heart 
failure was present in 11 cases, of which 9 were fatal. 

Radiologically, the heart is seen to become vertical and 
the outflow tract to become enlarged with enlargement of 
the pulmonary artery, The electrocardiogram showed a 
high P wave in lead II; chest leads showed a pattern of 
right ventricular hypertrophy in 7 cases. Sometimes, a 
predominant S wave pattern was found in leads from the 
right chest, with a normal R wave; in these cases there 
was clinical and post-mortem evidence of right heart 
Strain. Rotation and distortion of the heart may some- 
times mask the more characteristic patterns of right 
ventricular hypertrophy. J. McMichael 


1999. Oxygen Therapy in Acute Rheumatic Carditis in 
Children 


L. M. TARAN and N. SziLaGyt. American Journal of 
Medicine [Amer. J. Med.] 5, 379-391, Sept., 1948. 3 
figs., 19 refs. 


Heart disease may diminish arterial oxygen tension and 
so reduce the oxygen supply to body tissues and disturb 
cell metabolism, including that of heart-muscle cells. 
Inhalation of an oxygen-enriched atmosphere containing 
40 to 60% oxygen may improve the oxygenation of the 
heart muscle in such casés. The value of inhaling an 
oxygen-enriched atmosphere in heart disease has been 
explored previously by Barach and his associates, who 
considered it of less value in inflammatory than in 
degenerative heart disease, and by Poulton, who found 
marked clinical improvement in-acute rheumatic carditis. 

The authors discuss the results of 2 years’ work at St. 
Francis Sanatorium for Cardiac Children, Roslyn, Long 
Island, in 44 children, and support Poulton’s views. 
In a later publication they propose to discuss the mecha- 
nism whereby they think these effects are obtained. 
Two special chambers were constructed in which 3 
children at a time were observed continuously (except for 


. X-ray examination) for an average time of 12 weeks in an 


atmosphere of 45 to 50% oxygen and 1-3 to 1-5% carbon 
dioxide at 66° to 68° F. (18-9° to 28° C.) and 60 to 70% 
humidity. Circulation of the atmosphere was achieved 
by convection. Upkeep costs were no greater than for 
other forms of oxygen therapy and repair costs were 
minimal. [Costs of installation are not mentioned.] 
The 44 children treated are grouped as: (1) 24 with 
acute carditis, whose response was favourable; (2) 17 
with acute carditis and fixed mechanical cardiac dis- 


ability with unfavourable response; (3) 3 who showed 
marked intolerance of the treatment and were classified 
as having “ bronchitic” types of rheumatic cardiac 
disease. Progress of those who responded favourably 
was assessed under these headings. (1) Clinical. In 
18 out of 24 the temperature became normal within 24 
hours. Respiration in all cases improved immediately. 
Weight was gained by 22 out of 24 more rapidly than 
expected. Appetite increased in all cases irrespective of 
the course of the disease. The colour of the face 
improved in most cases independent of any change in 
haemoglobin value. Almost all showed rapid improve- 
ment in behaviour pattern. (2) Cardiac. The pulse 
rate was reduced in all cases from 110-130 to 70-90 in 
24 hours. [This is the most significant finding recorded 
in this paper if the view is held that an actively inflamed 
heart will suffer the more damage the more rapidly it 
beats.] Clinical improvement in carditis was measurable 
in all cases. Changes in murmurs indicative of improve- 
ment were noted in some cases. All 7 patients with 
anginal pain together with ST segment changes in the 
electrocardiogram showed marked improvement. In 
the electrocardiogram conduction disturbances, ST 
segment changes, and Q-T interval all showed changes 
commonly interpreted as indicating improvement. [The 
authors recognize that the above criteria are not absolute 
indications of the value of oxygen therapy because the 
natural history of the disease will not allow rigid compari- 
sons.] (3) Rheumatic activity. The natural history of 
the disease was not significantly altered by oxygen 
therapy. 

The authors suggest that Barach’s unfavourable results 
may have resulted from his having treated only patients 
with already mechanically impaired hearts; they de- 
scribe the results of treating rheumatic carditis with 
functional. impairment of the heart as favourable and of 
treating mechanical impairment of the heart with 
rheumatoid carditis as unfavourable. John Anderson 


2000. Effect of Oxygen Therapy on the Electrical 
Sequence of Events in the Cardiac Cycle in Children with 
Acute Rheumatoid Carditis 

L. M. TaRAN and N. SziLaGyi. American Journal of 
Medicine [Amer. J. Med.| 5, 392-401, Sept., 1948. 17 
figs., 4 refs. 


The authors find that in acute rheumatic carditis the © 


significant electrocardiographic finding was a lengthening 
of Q-T time which indicates prolonged cardiac contrac- 
tion with a relatively unchanged T-—Q time which indicates 
curtailed cardiac relaxation in diastole. As it is during 
diastole that myocardial cellular- balance is restored it 
seems that such curtailment may aggravate the acute 
carditis. These abnormalities run parallel to the 
clinical state, and when they are present for a prolonged 
time various rhythm disturbances develop or cardiac 
dilatation or hypertrophy with objective signs of heart 
failure. It is suggested that oxygen therapy in the early 


~ acute phase of carditis (called the stage of anoxia by the 


authors) may favourably influence the course of the disease 
by prolonging the rest period. It was shown that oxygen 
therapy diminished the heart rate and restored the normal 
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relation of Q-T to T-Q intervals. Previously the 
authors showed that recovery of carditis is accompanied 
by shortening of the Q-T interval with an unaltered T-Q 
period. They now show that with oxygen therapy the 
Q-T time remains unaltered while the T-Q time is pro- 
longed; in either event the normal relation between 
Q-T and T-Q is restored, though by different mecha- 
nisms. This prolongation of T—Q is achieved without 
increasing conduction delay. It is postulated [reason- 
ably] that the chemical economy of the heart is assisted 
by the longer diastole and that such assistance may 
prevent further damage to the heart during acute carditis. 

The authors use a graphic method to express Bazette’s 


time in seconds, 
formula (which states that in 


where the upper limit of K in normal children is 0-405) 
and illustrate their text to bring out these points. [These 
papers (Abstract 1999) contain much useful information 
and are recommended for complete reading. ] 

John Anderson 


2001. Complete Heart Block in Children. Report. of 
Three Cases Possibly Attributable to.Measles 

N. S. CLarK. Archives of Disease in Childhood [Arch. 
Dis. Childh.] 23, 156-162, Sept., 1948. 6 figs., 15 refs. 


The author describes 3 cases of complete heart block 
in children aged 2 years, 5 years, and 3 years; the second 
and third patients were sister and brother. He discusses 
aetiology, symptomatology, and prognosis and the 
management of these cases; he suggests that in all 3 
cases measles may have been responsible. 

Norman B. Capon 


2002. Ventricular Escape in Acute Rheumatism 
A. C. Kirpy. British Heart Journal [Brit. Heart J.] 10, 
234-238, Oct., 1948. 3 figs., 8 refs. 


Two children with acute rheumatism and carditis in 
which abnormal rhythms were recorded are described. 
One, aged 11, with a moderate carditis showed a rhythm 
in which the ventricle responded to impulses from the 
auriculo-ventricular node at a rate of 107 per minute; the 
auricle beat independently at 83 per minute. The 
abnormal rhythm appeared to last 2 days. The child 

“made a good recovery. The second, a girl aged 8, had 
acute carditis which was progressive even though under 
treatment. After several weeks there was an attack of 
dyspnoea and her colour became ashen grey; the pulse 
rate rose to about 150° and was irregular. The cardio- 
gram showed a rate of about 150 with P and T waves 
superimposed; P gradually approached the previous 
QRS, and when they became contiguous there was a 
longer cycle; the following P wave preceded QRS by 0-2 
second. Later congestive failure appeared, but the heart 
rate was slower and a sinus rhythm with a P-R interval 
of 0:2 second was recorded. The child died, and at 
necropsy there was evidence of pancarditis. 

{In Case 2 the correct interpretation of the abnormal 
rhythm would appear to be partial auriculo-ventricular 
block showing the Wenckebach phenomenon; in Case 


i, in which the auriculo-ventricular node does control the 
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ventricles at times, the rhythm, though it may be described 
as ventricular escape, also resembles nodal tachycardia, 
although in this the auricles also are usually controlled by 
the auriculo-ventricular node. Occasional ventricular 
responses to a sinus impulse are shown in Fig. 1 of the 
paper as indicated by slight alterations in cycle length and 
in the shape of the ventricular complex. Probably the 
focus which controls the ventricles is situated in the lower 
part of the auriculo-ventricular node.] S. H. Cookson 


2003. Heart Block in Osteitis Deformans 

C. V. HARRISON and B. LeNNox. British Heart Journal 
[Brit. Heart J.] 10, 167-176, July, 1948. 9 figs., biblio- 
graphy. 


Two cases of Paget’s disease of bone complicated by 
complete heart-block are described in detail. Calcifica- 
tion of the mitral valve with extension to the membranous 


part of the interventricular septum was found in both and 


was presumably responsible for the block. In the 
hospital necropsy records 13 cases of Paget’s disease of 
bone were found, and in 6 of these there-was valve 
calcification. After searching the literature the authors 


concluded that valve calcification occurred in 39% of 


cases of generalized .Paget’s disease, and was five times 
more common than in controls of the same age. 
Paul Wood 


2004. Digitoxin. Its Evaluation for Initial Digitaliza- 
tion of the Patient with Congestive Heart Failure 
A. C. DeGrarr, R. C. BATTERMAN, and O. A. ROsE. 


Journal of the American Medical Association J. Amer. ‘ 


med. Ass.] 138,.475-479, Oct. 16, 1948. 14 refs. 


The authors have given digitoxin for congestive heart 
failure by 3 methods. 
patient, after the condition had been stabilized by rest in 
bed, was given a large dose (usually 0-6 mg.) and subse- 
quently at 6-hourly intervals a smaller dose, usually 
0:3 mg. The second group were treated with a daily 
dose of 0-4 mg. The third group were treated with a 
single large dose, 1-2 mg., followed in nd hours by a small 
maintenance dose. 

The average therapeutic dose in the multiple-dose 
method was found to be 2:2 mg., compared with 1-7 mg. 
for the single undivided daily dose, and 2-7 mg. for the 
single large dose followed by a maintenance dose. The 
average toxic dose in the multiple-dose method was 
found to be 4:1 mg., compared with 3-8 mg. for the single 
undivided daily dose, and 4-6 mg. for the single large dose 
with daily digitoxin afterwards. The authors emphasize 
that the figures quoted are not very valuable in practice 
because the amount needed varies so widely and must be 
discovered for each patient; for example, by the multiple- 
dose method the therapeutic dose varied between 0-9 and 
4-8 mg. and the toxic dose varied between 1-5 and 9-3 mg. 


- They thought that the single large dose followed by 


smaller doses, as recommended by Gold, was not often 
adequate, satisfactory digitalization being obtained in 
less than a fifth of the cases. They concluded that the 
multiple-dose method was the most valuable and that 
digitoxin offers no special advantage over digitalis leaf 


‘ 


In the multiple-dose method the _ 
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in the routine treatment of congestive heart failure; 
because of its slow dissipation and the possibility of 
prolonged toxic effects, it is not the glucoside of choice. 
{In view of the large number of useful figures of dosage 
given, the original should be consulted.] 


Maurice Campbell 


2005. Cardiac Catheterization in the Diagnosis of 
Various Malformations and Diseases 
H. B. BuRCHELL, R. L. PARKER, T. J. Dry, E. H. Woop, 
J. W. Penper, and D. G. PuGH. Proceedings of the 
Staff Meetings of the Mayo Clinic [Proc. Mayo Clin.] 
23, 481-487, Oct. 27, 1948. 16 refs. 


The contribution of cardiac catheterization to the 
anatomical diagnosis of cardiac malformations depends 
on data provided by the radiological position of the 
catheter, the oxygen content of blood samples, and intra- 
cardiac pressures, and sometimes by intraventricular 
electrocardiograms. Catheterization is of particular 
value in differentiating Eisenmenger’s complex from 
pulmonary stenosis, and in the precise diagnosis of atrial 
and ventricular septal defects, patent ductus when the 
typical murmur is absent, and essential pulmonary hyper- 
tension. At present the technical difficulty of cathe- 
terizing the pulmonary artery, even in the absence of 
stenosis, may prevent accurate diagnosis. The applica- 
tion of photoelectric oximetry to the sampling of blood 
from the catheter and the improvements in methods of 
recording pressures through the catheter are regarded as 
hopeful technical developments. J. L. Lovibond 


2006. The Characteristics of a Resistance-wire Mano- 
meter for Measuring Blood Pressure in Cardiac Cathe- 
terization Studies 

E. H. LAmpert and R. E. Jones. Proceedings of the 
Staff Meetings of the Mayo Clinic [Proc. Mayo Clin.] 
23, 487-493, Oct. 27, 1948. 3 figs., 15 refs. 


The different principles of pressure recording in cathe- 
terization of the heart are discussed. Resistance-wire 
manometers have certain advantages over the other 
methods and have shown their instrumental superiority 
both in static and dynamic tests. J. L. Lovibond 


2007. General and Special Technics in Cardiac Cathe- 
terization 

E. H. Woop, J. E. Geraci, A. A. PoLLack, D. Groom, 
B. E. Taytor, J. W. Penper, and D. G. PuGH. Pro- 
ceedings of the Staff Meetings of the Mayo Clinic (Proc. 
Mayo Clin.] 23, 494-500, Oct. 27, 1948. 3 figs., 13 refs. 


The disadvantages of a water manometer for recording 
intracardiac pressures have largely been overcome in the 
strain-gauge manometer, a portable, visual, and con- 
tinuously indicating instrument, but until the pressure- 
recording unit can be located at the tip of the catheter the 
readings will always tend to be inaccurate. A photo- 
electric device for immediate determination of the oxygen 
content of blood samples is an improvement over the Van 
Slyke gasometric method, and by means of a modified 
oximeter the continuous registration of arterial oxygen 


saturation during catheterization is now possible. To | 


facilitate the collection of multiple samples of arterial 
blood a special apparatus was devised by the authors. 
J. L. Lovibond 


2008. Interatrial Mixing of Blood and Pulmonary 
Circulatory Dynamics in Atrial Septal Defects 

B. E. Taytor, J. E. Geraci, A. A. PoLLack, H. B. 
BURCHELL, and E. H. Woop. Proceedings of the Staff 
Meetings of the Mayo Clinic [Proc. Mayo Clin.] 23, 
500-505, Oct. 27, 1948. 3 refs. 


The oxygen saturation of pulmonary venous blood 
must be estimated if catheter studies of the right auricle 
are to be relied upon when differentiating venous-arterial 
shunts from pulmonary disease as causes of minor degrees 
of oxygen unsaturation. The haemodynamics in 11 cases 
of uncomplicated atrial septal defect were analysed by 
catheterization. The oxygen content of blood in the 
right auricle was in each case significantly higher than in 
the venae cavae, but in spite of a greatly increased 
pulmonary arterial flow in few cases was there a rise in 
pulmonary arterial pressure. J. L. Lovibond 


2009. Patent Ductus Arteriosus with Pulmonary Hyper- 
tension and Atypical Clinical Findings 

J. W. DUSHANE and G. E. MONTGOMERY. Proceedings of 
the Staff Meetings of the Mayo Clinic [Proc. Mayo 
Clin.] 23, 505-506, Oct. 27, 1948. 


A case is reported in which catheterization was of | 
value in proving the presence of a patent ductus arteriosus 


when clinically the Jesion had resembled an atrial septal 
defect. It is suggested that the absence of a Gibson 
murmur here was accounted for by the pulmonary arterial 
hypertension, demonstrated by catheter. 

J. L. Lovibond 


2010. Ventricular Septal Defect and Pulmonary Hyper- 
tension without Hypoxemia ; 
H. B. BuRcCHELL, B. E. TayLtor, A. A. PoLLAck, J. W. 
DuSuHang, and E. H. Woop. Proceedings of the Staff 
Meetings of the Mayo Clinic [Proc. Mayo Clin.] 23, 507-— 
510, Oct. 27, 1948. 1 fig., 4 refs. 


In the study of a case of ventricular septal defect with 
a large left to right shunt and normal arterial oxygen 
saturation but a marked pulmonary hypertension, 
cardiac catheterization is employed to illustrate a possible 
relation between isolated ventricular septal defect occur- 
ring in early life and a subsequent fully developed 
Eisenmenger complex. J. L. Lovibond 


2011. Atrial Septal Defect and Probable Tricuspid 
Atresia in Adults 

J. E. Geract, T. J. Dry, and H. B. BURCHELL. Proceed- 
ings of the Staff Meetings of the Mayo Clinic [Proc. Mayo 
Clin.] 23, 510-516, Oct. 27, 1948. 2 figs., 8 refs. 


The clinical features and data obtained by cardiac 
catheterization in 2 adults with cyanotic congenital heart 
disease suggested a diagnosis of hypoplastic right 
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ventricle and a probable tricuspid atresia. Both patients 

were aged 35 years, had a good exercise tolerance, a large 

atrial septal defect with right to left shunt, and the 

electrocardiographic pattern of left ventricular hyper- 

trophy. The haemodynamics of congenital tricuspid 

atresia are discussed and the rarity of this lesion is noted. 
L. Lovibond 


2012. Angiocardiography in Congenital Heart Lesions. 
(Die Angiokardiographie bei angeborenen Herzfehlern) 
E. Rosst and A. PRADER. Schweizerische Medizinische 
Wochenschrift [Schweiz. med. Wschr.| 78, 1054-1064, 
Oct. 30, 1948. 16 figs., 8 refs. 


The value of angiocardiography in the diagnosis of 
congenital malformations of the heart is discussed on the 
basis of personal observations in 40 cases. An organic 
di-iodo compound, “ joduron’’, was used as contrast 
medium (70%), the following quantities being recom- 
mended: infants, 10 to 15 ml.; age 2 to 4 years, 15 to 
25 ml.; age 4 to 14 years, 25 to 40 ml.; older children, 
up to 50 ml. Injection into the external jugular vein was 
preferable to that into the cubital vein, and with appro- 
priate technique was possible even in infants without 
exposing the vein. The following examples, with illustra- 
tive figures, are discussed: normal hearts (2), tetralogy 
of Fallot (4), Eisenmenger’s syndrome (1), transposition 
of the great vessels (1), ventricular septal defect (1), and 
congenital stenosis of innominate vein (1) (verified 
anatomically). A. Schott 


2013. Truncus Arteriosus Communis Persistens: A 
Report of Three Cases 

H. W. Biscuorr, F. R. Leyva, R. H. Topp, and E. C. 
Rice. Journal of Pediatrics [J. Pediat.] 33, 411-417, 
Oct., 1948. 3 figs., 2 refs. 


The authors describe 3 cases of truncus arteriosus : 


communis persistens as defined by Taussig. The ages of 
the infants were 16 days, 2 months, and 8 months. In 
2 of the cases there were 4 cusps at the beginning of the 
common trunk; in the third, there were 3 cusps. In all, 
the coronary arteries arose from the single trunk. In 2 
cases the pulmonary and systemic arteries came off the 
common trunk, but in the third the origin and course of 
these arteries could not be determined. Full details of 
clinical and necropsy findings are given. Two haemo- 
dynamograms are also reproduced, the first of the 
circulation in the 8-month infant and the second giving the 
common features in the other two cases. These line- 
diagrams, together with the other clinical and pathological 
findings, are discussed and the mechanism of death is 
explained. C. McNeil 


2014. The Effect of Patent Ductus Arteriosus and of 
Interauricular and Interventricular Septal Defects on the 
Development of Pulmonary Vascular Lesions 

K. J. Wetcu and T. D. Kinney. American Journal of 


Pathology [Amer. J. Path.) 24, 729-761, July, 1948. 
6 figs., 26 refs. 


This investigation was undertaken to obtain some idea 
of the ultimate effects of anastomosing a systemic to a 


-monary stenosis. 
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pulmonary artery as in the operative treatment of pul- 
In necropsies on 67 cases with con- 
genital systemic—>pulmonary shunts of various kinds 
atherosclerosis was greater than in the controls in only 
11 cases, and in 9 of these the increase was probably due 
to rheumatic mitral disease. 

[The cases are of course not strictly comparable with 
the surgical cases in which the increased pulmonary flow 
is brought about suddenly and in which the pulmonary 
arteries are hypoplastic.] D. M. Pryce 


See also Section Pathology, Abstract 1905. s 


2015. The Effect of Intravenous Aminophylline on the 
Capacity for Effort without Pain in Patients with Angina 
of Effort 

H. Baxst, M. Kissin, S. Letpowirz, and S. RINZLER. 
American Heart Journal [Amer. Heart J.] 3, 527-534, 
Oct., 1948. 10 refs. 


Observations on 11 sii suffering from unequivocal 
angina of effort, designed to eliminate conflicting factors 
in interpretation, show that an intravenous injection of 
0-24 g. aminophylline increases the capacity for effort 
without pain, probably by about 16%. The increase lasts 
for longer than 1 hour. The authors state that it is not to 
be inferred that the results obtained justify the free use of 
aminophylline by oral administration or intravenous 
injection for the relief of effort angina. Whether or not 
the effect of aminophylline is greater or lasts longer than 
that of nitroglycerin is as yet unknown. R. T. Grant 


2016. Clinical and Pathological Studies in a Case of 
Absence of the Left Coronary Artery. (Klinische und 
pathologisch-anatomische Beobachtungen beim Fehlen 
der linken Kranzarterie) 

H. ReEmNDELL and H. HARNaSCH. Zeitschrift fiir Kreis- 
laufforschung [Z. KreislForsch] 37, 595-604, Oct., 1948. 
3 figs., 19 refs. 


This is the report of a case in which the clinical findings 
suggested coronary sclerosis. At necropsy the left 
coronary artery was found to be missing, and the 
abnormally large right coronary artery communicated 
with the descending and circumflex branch of the left 
coronary artery. A review of the literature is included. 

G. Schoenewald 


2017. Aneurysm of the Coronary Arteries 
D. H. Scott. American Heart Journal [Amer. Heart J.] 
36, 403-421, Sept., 1948. 6 figs., 32 refs. ~ 


The author describes the case of an 84-year-old man 
who had multiple large dilatations of the coronary 
arteries. A review of such cases described in the 
literature since 1929 is given. Of the 47 localized coron- 
ary aneurysms reported since 1812, 15 were described as 
congenital; 12 as mycotic or embolic, 6 as syphilitic, and 
6 as arteriosclerotic; 4 were considered to be of other 


586 CARDIOVASCULAR DISORDERS 


types, and 4 were unclassified. The left coronary artery is 


more frequently involved; there are no pathognomonic . 


clinical findings, and the diagnosis has always been 
made at necropsy. H. E. Holling 


2018. Correlation of Electrocardiographic and Pathologic 
Findings in Anteroseptal Infarction 

G. B. Myers, H. A. Kern, and B. E. Storer. American 
Heart Journal {Amer. Heart J.) 36, 535-575, Oct. 1948. 
20 figs., 31 refs. 


This is a detailed study of 20 cases of antero-septal 
infarction confirmed by necropsy. It is part of a larger 
study of 161 cases of myocardial infarction, in which the 
pathological findings have been correlated with electro- 
cardiographic tracings as obtained by precordial leads, 
standard limb leads and augmented unipolar limb leads. 
In 14 ofthe reported cases, in which the infarct involved 
the apical one-third to two-thirds of the antero-septal 
wall of the left ventricle, the electrocardiographic findings 
were as follows. In 8 cases there was a normal initial 
R wave in lead V,, and an abnormal QR or QS complex 
in one or more of leads V2, V3, and V4. In five cases 
there was a QS complex in leads V, and V2, with an 
abnormal initial downward deflection in leads V, or V; 
and V,. In the final case in this group there was marked 
RS-T displacement in leads V2, V3, and V, without 
significant abnormality in the initial phase of QRS. 
Of the 2 cases in which the infarct was centred in the 
middle third, one showed a normal initial R in lead V, 
and an abnormal QR or QS in the next three leads; 
in the other there were serial changes in T in leads V, 
and V3, without significant change in QRS during the 
acute stage. In the 4 cases in which the infarct was in 
the basal third of the antero-septal wall, an abnormal 
QR or QS pattern and abnormal displacement of RS-T 
were found in the first two or three precordial leads. 
Definitely abnormal Q waves were not found in leads V, 
or V, in any of these cases. In only 2 of the 20 cases 
were diagnostic signs of anterior infarction found in the 
standard limb leads. [This carefully documented article 
should be read in its entirety. It fully confirms the 
authors’ conclusion that “ multiple precordial leads 
furnished adequate evidence in all cases for a positive or 
presumptive diagnosis of myocardial infarction and for 
a clinically satisfactory prediction of the position of the 
lesion ”’.] William A. R. Thomson 


2019. Acute Myocardial Infarction: Detailed Study of 
Dicumarol Therapy in Seventy-five Consecutive Cases . 
H. GREISMAN and R. M. Marcus. American Heart 
Journal [Amer. Heart J.] 36, 600-609, Oct., 1948. 18 
refs. 


Results of treatment are compared in two series of 
cases of acute myocardial infarction. The control 
series of 100 cases was treated on conventional lines, with 
a mortality rate of 35% and a 21% incidence of thrombo- 
embolic lesions. The other series of 75 cases was treated 
with dicoumarol; the mortality rate was 9% and the 
incidence of thrombo-embolic lesions 4%. . 

R. T. Grant 


2020. Cardiac Pain with Recovery of the T Wave 
T. East and S. Oram. British Heart Journal [Brit. 
Heart J.] 10, 263-281, Oct., 1948. 13 figs., 30 refs. 


-The authors describe a series of 28 patients who had a 
history of cardiac pain accompanied by T wave inversion, 
usually in lead I, and in whom the electrocardiogram 
subsequently returned to normal. Various factors, such 
as digitalis administration, which might have temporarily 
influenced the T wave were excluded. The clinical story 
led to a diagnosis of angina or cardiac infarction. In 
some patients the pain recurred after the initial attack 
but in spite of recurrent pain the T wave, having once 
returned to normal, remained unchanged. In the 
initial attacks, fever, leucocyte count, and erythrocyte 
sedimentation rate were sometimes increased, but 
information on these points was incomplete. T wave 
inversion of the posterior type was present in only 2 of 
the 28 cases. A Q wave was either absent or very 
small in those cases with an anterior lesion,.but a Q 
wave was present in cases of posterior lesion. The 
RS-T segment was displaced in only 2 cases. After 
disappearance of these changes an electrocardiogram, 
even in the presence of pain, did not show any T wave 
inversion. 

The outlook is better than that in cardiac infarction; 
only 3 of the 28 patients died, and 1 of these deaths was 
from an unrelated cause. In one patient who came to 
necropsy the coronary vessels were free from atheroma 
and quite patent but there were two small pale areas of 
myocardial fibrosis near the tip of the anterior wall of the 
left ventricle. 

These cases are of interest in view of the occasional 
absence of adequate pathological changes in patients who 
die with angina pectoris. The electrocardiograms, how- 
ever, did not show any shift of the RS-T segment, and the 
duration of ‘the changes was much longer than during 
anginal attacks. A Q wave usually signifies local myo- 
cardial death, while an inversion of the T wave simply 
indicates relative ischaemia. The authors suggest that 
these cases may result from local coronary spasm. . 

J. McMichael 


2021. A Note on Coronary Occlusion and Myocardial 


Infarction Found Post Mortem at the Massachusetts 
General Hospital during the Twenty Year Period from 
1926 to 1945 Inclusive 

C. H. WaNG, E. F. BLAND, and P. D. Wurte. — Arvinals of 
Internal Medicine [Ann. intern. Med.] 29, 601-606, Oct., 
1948. 


The post-mortem records of the Massachusetts General 
Hospital are analysed over a period of 20 years. It is 
shown that the incidence of coronary thrombosis and 
myocardial infarction, which was not recorded in 1926, 
rose to a maximum of 14-1% of all necropsies in 1941. 
It is suggested that this is due, at any rate in part, to the 
fact that more patients with the disease are now admitted 
to hospital and that pathologists are more aware of the 
condition. The commonest location of the thrombus 
was the descending branch of the left coronary artery, and 
the commonest site of infarction was the anterior wall 
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of the left ventricle supplied by this vessel. Coronary 
occlusion and myocardial infarction were not synony- 
mous, only half the cases of recent occlusion showing 
infarcts. Further, in some cases the site of the acute 
occlusion did not coincide with the position of the infarct 
owing to previous occlusions and collateral circulation. 
Large cardiac aneurysms were found in 10%, but rupture 
of the myocardium occurred in less than 5%. Mural 
thrombi were frequent (232 out of 489 cases), and arterial 
embolism occurred in 153 cases. Pulmonary infarction, 
practically always due to thrombus in the leg veins, was 
found in 106 patients. As judged by healed infarcts 
found in this series, it appears that anterior infarcts carry 
a rather more severe prognosis than posterior infarcts. 
C. Bruce Perry 


2022. Further Studies on the Antifibrillatory Action of 
Coronary Dilator Drugs 

K. I. MELVILLE. Journal of Pharmacology and Experi- 
mental Therapeutics [J. Pharmacol.] 94, 136-149, Oct., 
1948. 8 figs., 7 refs. 


In dogs anaesthetized with pentobarbitone soluble and 
given artificial respiration, administration of ephedrine, 
amyl nitrite, sodium nitrite, and nitroglycerin protects 
the heart against ventricular premature contractions and 
fibrillation following injections of adrenaline during 
chloroform inhalations. The evidence suggests that the 
antifibrillatory effects of these agents are due to their 
coronary dilator action. R. T. Grant 
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2023. The Hemodynamogram: Fetal, Normal, and 
Abnormal Blood Circulation Depicted by a New Method 
H. W. Biscuorr, F. R. Leyva, and E. C. Rice. Journal 
of Pediatrics [J. Pediat.] 33, 401-410, Oct., 1948. 11 figs., 
5 refs. 


The authors describe and illustrate a new type of 
diagram —a line figure, which they have found useful in 
the study and description of the many variations of 
congenital defects. This line-diagram is called a haemo- 
dynamogram, in which the whole circulation after birth is 
represented by a figure-of-eight. One circle represents 
the main parts of the right heart and the pulmonary 
vascular system, and is linked with the second circle, 
whose segments follow the circulation through left 
auricle, left ventricle, and systemic arteries and veins, 
returning to the first circle in the right auricle. This 
figure-of-eight is called the normal haemodynamogram. 
Beside this basic normal diagram, they place the altered 
figure of the foetal circulation—the foetal haemodyna- 
mogram. They then reproduce diagrams altered from 
the basic normal type to portray the changes in circulation 
caused by the simple or complicated types of congenital 
cardiac defect; these are the abnormal haemodynamo- 
grams. To demonstrate the advantages of this new form 
of illustration, they reproduce the classical anatomical 
diagram of a case of transposition of the great vessels as 
used by Maude Abbott in her Atlas of Congenital Heart 
Disease, and compare it with the haemodynamogram of 


one of their own cases of the same defect. Other haemo- 
dynamograms of single or combined defects are then 
given with a short explanation and discussion of each 
in the text. These illustrations are all based on necropsy 
findings on patients who have been under observation and 
study in hospital. This form of line diagram, conform- 
ing more or less to a figure-of-eight together with a verbal 
description, assists the understanding both of the 
structural changes and of the changed mechanics or 
dynamics of the circulation. C. McNeil 


2024. Acrodynic Syndrome in Girls. (Le syndrome 
acrodynique des jeunes filles) 

M. Poror. Presse Médicale (Pr. méd.] 56, 709-710, 
Oct. 9, 1948. 4 refs. 


The author reports the cases of 3 young girls who had 
a condition resembling acrodynia (pink disease). This 
was characterized by a rapidly increasing anxiety state 
with marked hypochondriacal delusions and by an 
intense vasomotor disturbance of the extremities associ- 
ated with erythema, paraesthesiae, and desquamation. 
In the past history of two of the patients it was possible 
to trace similar disturbances, but of a milder nature. 
The author discusses the points for and against the diag- 
nosis of acrodynia. Against the diagnosis are: the 
absence of swelling and oedema of the affected parts; — 
the absence of tachycardia and of raised blood pressure; 
the shorter duration of the condition and the later age of 
onsef at 144, 17, and 23 years. The condition does not 
appear to fit any classical description. The author 
quotes Roger and Alliez who have attempted to group in 
a single symptom-complex acrodynia and a certain type 
of myoclonia. The cause of this syndrome is thought to 
be a disorder of the hypothalamus. The author believes 
that the cases reported are examples of this syndrome and 
that the disturbance of the diencephalic centres must be 
related to a non-specific hypersensitivity. 

J. F. Delafresnaye 


2025. Nicotinic Acid in Vascular Therapy. Review of 
Ten Years of Physiopathological and Clinical Research. 
(L’acido nicotinico nella terapia vascolare. Sintesi di un 
decennio di ricerche fisiopatologiche e cliniche) 

L. CONDORELLI. Schweizerische Medizinische Wochen- 
schrift [Schweiz. med. Wschr.] 78, 923-927, Sept. 25, 
1948. Bibliography. 


The author and his co-workers thoroughly investigated 
the action pf nicotinic acid on the cardiovascular system. 
Intravenous injection of sodium nicotinate (30 mg.) 
causes immediate hyperaemia and a feeling of heat. 
These effects appear less rapidly after intramuscular 
injection and still less after oral administration. Hyper- 
aemia is more pronounced in the cephalic part of the 
trunk, but is evident in the skin throughout the body and 
appears also in the mucous membranes and the viscera. 
After a transient increase the arterial blood pressure 
diminishes for a short time, and the oscillometric index 
also diminishes. The venous pressure and the pulse rate 
increase. The hyperaemia is not due to vasoparesis, but 
to a more rapid blood circulation with a more active 
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perfusion of tissues. Nicotinic acid in doses of 30 to 
90 mg. intravenously is useful in the angiospastic syn- 
dromes. Good results have been obtained in embolic 
syndromes with 30 to 60 mg. of sodium nicotinate 3 times 
a day, at first intravenously, then intramuscularly, and 
finally orally. With this treatment embolic conditions in 
the limbs can be improved and even cured. Good results 
have been obtained also in cerebral and renal embolism. 
Nicotinic acid therapy is also effective in arteritis obli- 
terans, thrombosis, acute glomerulonephritis, coronary 
syndromes, and pulmonary arteriosclerosis. 
S. Caccuri (Excerpta Medica) 


2026. Relation of Body Weight and Family History of 
Hypertensive Disease to Blood Pressure Levels in Uni- 
versity Students 

R. BE, Boynton and R. L. Topp. American Journal of 
the Medical Sciences |Amer. J. med. Sci.| 216, 397-402, 
Oct., 1948. 1 fig., 6 refs. é 


A statistical study of the blood pressures in 75,258 
students revealed a rise in systolic pressure with increase 
in body weight. In men up to 40 years of age overweight 
rather than age was evidently the important factor, 
whereas in women both weight and age seemed to exert 
an influence in producing the higher systolic level. 
Overweight had less effect on the mean diastolic pressure. 
In men between 21 and 40 years of age the diastolic level 
increased significantly with increase in weight, but in 
women this relation was seen only in the 31 to 40 age 
group. In both sexes a family history of hypertension 
or cerebral haemorrhage was associated with a slightly 
higher mean systolic pressure. J. L. Lovibond 
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2027. Thrombosis of the Inferior Vena Cava due to 
Hypernephroma 

M. M. FisHer and N. D. Ritz. Archives of Internal 
Medicine [Arch. intern. Med.| 81, 465-475, April, 1948. 
4 figs., 10 refs. 


The authors report the case of a man aged 70 with 
oedema of the legs and abdominal collateral venous 
circulation. As the latter increased, the oedema lessened. 
Necropsy confirmed the presence of a left hypernephroma 
with invasion of the inferior vena cava by tumour tissue 

‘which extended to the right auricle. There was a 
channel alongside the tumour thrombus allowing the 
hepatic veins to empty. Below the renal veins there was 
thrombotic occlusion of the inferior vena cava and its 
tributaries, both femoral veins being obstructed. 

In obstruction of the inferior vena cava, in the absence 
of hepatic vein involvement, collateral veins predominate 
along the lateral abdominal wall, lateral area of chest, the 
back, iliac, and inguinal regions. Caput medusae is a 
rarity, and haemorrhoids and oesophageal varices are not 
ordinarily present, but where obstruction involves the 
left renal vein, as in this case, a varicocele may be present. 
Venography is of help in demonstrating the lowermost 
point of occlusion and the collateral circulation. 

T. Semple 


2028. Studies on Periarteritis Nodosa. III. The Dif- 
ferentiation Between the Vascular Lesions of Periarteritis 
Nodosa and of Hypersensitivity 

P. M. Zeek, C. C. SmirH, and J. C. WEETER. American 
Journal of Pathology [Amer. J. Path.] 24, 889-917, July, 
1948. 20 figs., 22 refs. 


Rats were rendered hypertensive, and lesions identical 
with those of periarteritis nodosa were found in muscular 
arteries near their bifurcation and site of entry into 
viscera. 

The earliest pre-exudative changes consist of focal 
degeneration and oedema of adventitial collagen, followed 
by proliferation of fibroblasts and histiocytes. Approxi- 
mately 7 days after initiation of hypertension, exudative 
lesions are found with fibrinoid necrosis of media and 
adventitia, a pleomorphic cellular exudate, and the 
formation of new capillaries in the adventitia. Healing 
occurs by the formation of granulation tissue and results 
in a characteristic vascularized scar. The lesions are 
often eccentric in the adventitia and may be seen at all 
stages in the same animal. They are absent from the 
pulmonary circulation, and in the spleen are limited to 
large hilar vessels. 

Similar lesions were seen in 15 cases of periarteritis 
nodosa in man, whilst in 7 cases of human hypersensitivity 
angiitis there were a number of differences. In the latter, 
pre-exudative lesions were not seen although there was an 
exudative stage very similar to that in the rat. The 
distribution differed in that there was no predilection for 
muscular arteries or bifurcations, the changes being 
widespread throughout the viscera (including lung and 
spleen). In some cases there was fibrinoid necrosis of 
veins, whilst the arterial lesions showed no signs of heal- 
ing and were all in the same stage of development. 
A further miscellaneous group of necrotizing arterial 
lesions in man could not be placed in either of the 
foregoing classes. R. C. B. Pugh 


2029. The Effect of Feeding Propylthiouracil and Chole- 
sterol on the Blood Cholesterol and Arterial Intima in the 
Rat 

L. Horuick and L. Haver. Journal of Laboratory and 
Clinical Medicine [J. Lab. clin. Med.] 33, 1029-1036, Aug., 
1948. 14 refs. 


In this investigation, propylthiouracil was administered 
to rats, in combination with cholesterol, in an attempt to 
produce atheroma of the arteries. It was found that the 
cholesterol concentration in the blood of rats was raised 
by giving a diet containing 5 or 10% of cholesterol, the 
values being 2 to 3 times the normal. Addition of 
propylthiouracil at various dose levels caused an increase 
in the cholesterol level in blood to about 6 times the 
normal level. Propylthiouracil alone increased the 
cholesterol level to about the same extent as did chole- 
sterol alone. On pathological examination, no atheroma 
of the aorta, heart valves, or main arteries was found. A 
fatty liver was found in those animals receiving chole- 
sterol or propylthiouracil or both. It is concluded that 
the resistance of rats to cholesterol-produced atheroma is 
not due to thyroid activity alone. J. D. Judah 
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Disorders of the Blood 


2030. Studies on the Destruction of Red Blood Cells. 
IV. The Spleen as a Source of a Substance Causing 
Agglutination of the Red Blood Cells of Certain Patients 
with Acquired Hemolytic Jaundice by an Antihuman 
Serum Rabbit Serum (Coombs’ Serum) 

P. F. WaGLey, S. CHUSHEN, F. H. GARDNER, and W. B. 
Caste. Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.} 33, 1197-1203, Oct., 1948. 13 refs. 


Spleens removed from patients with acquired haemo- 
lytic jaundice and various other conditions were examined 
for the presence of substances possessing an affinity for 
normal erythrocytes. The ground pulp of these spleens 
was rendered free of erythrocytes and serum and was then 
incubated for 1 hour to 2 hours with a 40% suspension of 
compatible erythrocytes. These cells were then tested for 
the presence of adsorbed substance by incubating serial 
saline dilutions of them with high-titre “‘ antihuman serum 
rabbit serum”. In some cases the cells from the 
peripheral blood were treated in a similar fashion. 
Agglutination occurred in 4 cases of acquired haemolytic 
jaundice with undiluted serum but not in 3 cases of 
congenital haemolytic jaundice or in 9 other cases of 
various conditions. In acquired haemolytic jaundice 
cells derived from the splenic pulp were more strongly 
agglutinated than cells from the patients’ peripheral 
blood. Erythrocytes from the splenic pulp of these 
patients also agglutinated spontaneously in homologous 
serum but not in saline. In all cases, 25% human 
albumin used in place of rabbit serum was less sensitive 
or was incapable of producing agglutination in the above 
experiments. It is concluded that adsorption on to the 
surface of the red cells of a substance, or a modification 
of the surface structure of the cell brought about by the 
splenic cells or in some cases by the cells of other organs, 
leads to the increased agglutination of red cells with 
Coombs’s serum found in cases of acquired haemolytic 
anaemia. J. Maclean Smith 


2031. Splenomegaly and Leucopenia in MHodgkin’s 
Disease. (Les grosses rates et la leucopénie dans la 
maladie de Hodgkin) 

H. Dancot. Acta Clinica Belgica [Acta clin. belg.] 2, 
382-389, Sept.-Nov., 1947. 1 fig., 2 refs. 


In most of the cases of Hodgkin’s disease observed by 
the author there was moderate enlargement of the spleen 
(rarely to more than 3 fingerbreadths below the costal 
margin); in nearly all there was a leucocytosis varying 
from 8,000 to 15,000 with an extreme of 45,000 cells per 
c.mm. In contrast to these findings, in 4 out of 200 
cases the spleen was grossly enlarged and leucopenia was 
present, the white cell count varying between 2,000 and 
4,000 per c.mm. (neutrophils 67%, basophils 10%, no 
eosinophils, lymphocytes 19%, and monocytes 4%). 
There was moderate hypochromic anaemia, with a 


reduced platelet count and increased coagulation time. 
In one case no enlarged lymph nodes were present. 
Clinically, there were few symptoms; one patient had 
slight nausea, and enlargement of his abdomen. He 
did not appear wasted, but his skin had a yellow tinge. 
In the 3 other patients findings were similar. One 
patient died rapidly and one after a year; the other 2 
lived for 2 years. X-ray therapy did not restore the size 
of the spleen to normal, though the enlarged lymph 
nodes disappeared and the white cell count rose from 
2,000 to 4,000 in one case and to 10,000 per c.mm. in a 
second. This paradoxical result encouraged the author 
to draw a graph in cases of Hodgkin’s disease, relating 
size of spleen to number of white cells. A constant 


curve was obtained. There seemed to be a definite | 


connexion between the enlargement of the spleen and the 
paradoxical leucopenia, so that the author considers that 
the action of the spleen reduced the number of white 
cells. T. E. C. Early 


2032. The Bone Marrow on Sternal Aspiration in Mul- 
tiple Myeloma 

E. D. Bayrp. Blood [Blood] 3, 987-1018, Sept., 1948. 
17 figs., bibliography. 


In this paper a historical review of the development of 
knowledge regarding multiple myeloma is followed by a 
discussion of the literature under the headings of the 
nature of the myeloma, the histogenesis of the com- 
ponent cells, and cytological indications of the degree of 
malignancy of the disease. It is noted that when tissue 
study is the basis of diagnosis there is a diversity of 
opinion as to the origin of the myelomata, whereas when 
diagnosis is made by sternal-puncture marrow examina- 
tion there is general agreement that they are of plasma- 
cell type. The consensus of opinion in the recent 
literature is held to point to a reticulum-cell origin of the 
plasma cell. References to cytological characteristics 
related to the degree of malignancy are few, but suggest 
that pleomorphism, anaplasia, and cytological imma- 
turity are associated with a shorter clinical course. 

The author reviews, under the three headings men- 
tioned above, the findings in 51 cases examined by sternal 
puncture at the Mayo Clinic. In all these and in a 
further 20 recent cases the diagnosis of plasma-cell 
myeloma was made, but in 13 of the cases the plasma 
cell was not the predominant one. The cells found may 
vary from those with marked anaplasia to those of adult 
myeloma type. Multinuclear plasma giant cells may 
occur. A deeply staining basophilic, somewhat granular 
and pockmarked cytoplasm with a darker-staining 
periphery is characteristic. A juxtanuclear clear area, 
and eccentricity of the nucleus and nucleoli, are common. 
The formation of Russell bodies and of cytoplasmic 
extrusions is also frequent. No criterion was found to be 
reliably related to the presence of Bence-Jones protein. 
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A case is described where multiple myeloma was origin- 
ally diagnosed and later numerous almost completely 
undifferentiated reticulo-endothelial cells appeared in the 
blood. The author considers the reticulo-endothelial 
cell to be the precursor of the myeloma cell. 

In the series described marked pleomorphism and 
immaturity associated with frequent mitoses bore the 
poorest prognosis (less than 12 months, with a mean of 
6-3 months). Seven patients with uniformly mature 
plasma cells survived for from 2 to over 7 years after the 
onset of symptoms. An extensive bibliography is 
appended. J. Maclean Smith 


2033. Influence of 2-Hydroxystilbamidine on the Course 
of Multiple Myeloma 


I. SNAPPER. Journal of the Mount Sinai Hospital [J. 


Mt Sinai Hosp.) 15, 156-163, Sept.—Oct., 1948. 2 figs., 
7 refs. 


In a woman of 47 years, plasmocytoma was diagnosed 
on sternal puncture and multiple lesions were found in 
skull, long bones, spine, and ribs. During one year she 
was treated with 3 courses totalling 6-5 g. “ stilbami- 
dine ’’ and small doses of x rays. The bone pains were 
controlled and the disease did not progress, as estimated 
by radiography, but she developed fairly severe trigeminal 
paraesthesia. In an attempt to avoid this complication, 
2-hydroxystilbamidine was given by intravenous injection 
daily or on alternate days to 8 patients with multiple 
myelomatosis. The bone pain was well controlled and 
trigeminal lesions have not been observed. Basophilic 
granules containing ribose nucleic acid are seen in 
myeloma cells after administration of both types of 
stilbamidine. E. Neumark 


ANAEMIAS 
2034. Detection of Mild Types of Mediterranean 
(Cooley’s) Anemia 
C. H. SmirH. American Journal of Diseases of Children 


[Amer. J. Dis. Child.] 75, 505-527, April, 1948. 8 figs., 
38 refs. 


This paper from the New York Hospital and the 
Department of Pediatrics, Cornell University Medical 
College, is based on the results of examinations of the 
blood of 181 persons in 47 families with Mediterranean 
(Cooley’s) anaemia. The author lays down the following 
criteria for the diagnosis of mild cases, which may easily 
be missed. (1) Haemoglobin content is not always 
below normal. (2) Volume of packed red cells (deter- 
mined on capillary blood by the method described by the 
author, Amer. J. med. Sci. 1936, 192, 73) is invariably 
below normal. (3) The red corpuscles show increased 
resistance in 3 tubes containing 0-375, 0-350, and 0-325% 
sodium chloride. (4) In the blood smear and count, the 
commonest findings are hypochromic macrocytes, 
stippled red cells; less frequently, there is polycythaemia 
with target and oval cells. The red cells vary con- 
siderably in size and, although the mean cell volume may 
be lower than normal, macrocytes are conspicuous in the 
smear. Basophilic stippling may be sufficiently pro- 


nounced to suggest a diagnosis of lead poisoning. (5) 
Iron therapy has no effect on the anaemia. (6) Altera- 
tions in the blood similar to those in the patient are 
found in other members of the family. 

The importance of detecting “ carriers’’ is that they 
constitute a potential source of the hereditary trans- 
mission of the disease in any of its clinical forms. 

A. W. H. Foxell 


2035. Significance of Absorption Curves After Iron 
Administration in the Assessment of Iron-deficiency 
Anaemia. (Die Bedeutung von Resorptionskurven nach 
Eisenbelastungen fiir die Beurteilung von Eisenmangel- 
anamien) 

F. THEDERING. Zeitschrift fiir die Gesamte Innere 
Medizin [Z. ges. inn. Med.} 3, 547-557, Sept., 1948. 14 
figs., 48 refs. 


A detailed study of iron metabolism is described which 
seems to show that absorption curves vary with the 
initial level of serum iron, the amount of absorption from 
the gut, the rate of disappearance of the iron from the ~ 
blood, and the integrity of the liver. [The paper must be 
studied in the original.] A. Piney 


2036. Response of Dogs to Liver Extracts Containing 
the Pernicious Anemia Factor . 

W. R. RUEGAMER, W. L. BrICKSON, N. J. TorBET, and 
C. A. Etvensem. Journal of Nutrition [J. Nutrit.] 36, 
425-435, Oct. 11, 1948. 4 figs., 12 refs. 


It has been shown by previous investigators that 
sulphapyridine inhibits the curative effect of niacin in 
niacin-deficient dogs, and that this inhibition is counter- 
acted by fresh liver but not by dried liver or liver-extract 
powder. 

In the present study, 35 weanling dogs were placéd ona 
niacin-deficient diet consisting of sucrose 65%, alcohol- 
extracted casein 19%, cottonseed oil 11%, salts 4%, and 
““sulphasuxidine ” 1%, with other B, A, and D vitamins 
in adequate amounts. The dogs lost weight and deve- 
loped symptoms of black-tongue in 14 to 18 days. In 
most cases, a single dose of 25 mg. of niacin produced a 
favourable weight response, but this was only temporary 
and weight soon began to fall sharply; a second dose of 
25 mg. of niacin brought about a rise in weight in some 
cases, but eventually all the dogs failed to respond to 
niacin and, where no further therapy was given, died; 
blood examination revealed a normochromic macro- 
cytic anaemia. When niacin and folic acid (0-1 mg. 
daily) were fed to 6 dogs, which had failed to respond to 
niacin, the gains in weight were more consistent but there 
was little, if any, change in the blood picture, and 
eventually all failed to respond; in several a flaccid type 
of paralysis developed before death. Another group of 
dogs, which had failed to respond first to niacin and then 
to niacin and folic acid, and in which weight and blood 
picture had remained constant for approximately one 
month, were given in addition daily injections of liver 
extract (either “ reticulogen” or 2505”), and _ this 
therapy was successful in restoring the blood picture and 
general health to normal; when the folic acid was 
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omitted, niacin together with a daily injection of liver 
extract was only partially effective; when folic acid was 
again added response was complete; when casein was 
included in the diet at 24 to 30% instead of 19% level, 
good responses were obtained from niacin with liver 
extract without the addition of folic acid. 

The factor in the liver extract responsible for recovery 
is presumed to be either the pernicious anaemia factor 
itself or, alternatively, another factor which is concen- 
trated to a high degree along with it. It was found that 
the dog could not store the factor; optimal growth and 
haemoglobin response were obtained when as little as 
one U.S.P. unit was injected daily. The authors compare 
results of these experiments with recent assays of liver 
extract on the basis of growth response in chickens and 
in rats; the ‘ dog assay ” is considered to be important 
because of the haematological changes observed. 
Whether or not.the same factor is measured in each of the 
3 species is still uncertain. Joseph Parness 


See also Section Radiology, Abstracts 1878, 1880. 


HAEMORRHAGIC DISEASES 
2037. Pseudohemophilia — 


H. L. HALLIWELL and L. BRIGHAM. Annals of Internal 
Medicine [Ann. intern. Med.] 29, 803-810, Nov., 1948. 
1 fig., 5 refs. 


This is a brief account of 5 cases of pseudohaemophilia 
showing excessive bleeding from minor cuts and surgical 
procedure such as dental extractions. Ecchymoses were 
common, but not petechiae. As a rule the bleeding time 
was prolonged, but this prolongation was variable. Clot 
retraction and prothrombin activity were usually within 
normal limits. 

The diagnosis of pseudohaemophilia depends-on signs 
of abnormal clinical bleeding (prolonged ‘“ bleeding 
time *’) with normal platelets and normal coagulation 
time. A family history of the disease is often present. 
Clot retraction and prothrombin activity are usually 
within normal limits. Either sex transmits the disease, 
and both males and females may be affected, but in the 
recorded cases in this and other series males predominate. 
The malady tends to disappear with advancing years. 
Although a large variety of medicaments and procedures 
have been tried in treatment, the authors conclude that 
the only satisfactory method is by pressure dressing and 
direct whole blood transfusion. G. F. Walker 


2038. Studies of Hemophilia. I. The Control of Hemo- 
- by Repeated Infusions of Normal Human Plasma 

ALEXANDER and G. LANDWEHR. Journal of the 
es. Medical Association [J. Amer. med. Ass.] 
138, 174-179, Sept. 18, 1948. 3 figs., 27 refs. 


On the basis that the addition of plasma to haemo- 
philic blood shortens the prolonged coagulation time, 
and that the result in the patient may last 2 to 6 days, 


4 patients aged 8 to 28 years were given 100 to 180 ml. of 


normal human plasma, usually 3 to 4 times weekly, for. 
periods up to 19 months. With such dosages the 

reduction was maintained during the first 24 hours and 

then the coagulation time increased gradually, returning 

to previous abnormal levels within 72 hours of the 

infusion. Estimations were made by the Lee—White 

method. The shorter duration of effect produced by 

smaller dosage was not directly proportional to the dose. 

Reduction of clotting time was observed after administra- 

tion of as little as 1 ml. of plasma. No great difference 

was found between the effect of 750 ml. and that of 230 

ml. The intramuscular route was far less effective than 

the intravenous. Although occasionally a haemorrhagic 

tendency was evident, the clinical result of the prolonged 

treatment was satisfactory. There was no evidence of 
the development of resistance to treatment. 

A, Brown 


2039. Hemorrhagic Diathesis Associated with the 
Presence of an Anticoagulant in Circulating Blood. Case 
Report and Laboratory Studies 

J. P. Souter and M. Burstein. Blood [Blood] 3, 
1188-1196, Oct., 1948. 18 refs. 


The case is described of a 21-year-old man with a 
typical clinical history of haemophilia, including repeated 
haemarthroses, a clotting time prolonged to 6 hours, 
and a normal bleeding time, though no family history. 


. The patient’s blood was found to have a pronounced 


anticoagulant effect on normal blood. Dilution of the 
patient’s blood with saline shortened the clotting time. 
Antithrombic and antifibrinolytic activites were normal. 
The prothrombin time was normal. The addition of 
thromboplastin, or destruction of platelets by freezing, 
shortened the clotting time. Addition of normal plasma 
to the patient’s plasma did not render the clotting time 
normal. The anticoagulant was thermostable. 
Marjorie Le Vay 


- 


2040. Circulating Anticoagulant as a Cause of Hemor- 
rhagic Diathesis in Man 
C. L. Contey, H. K. RATHBUN, W. I. Morsg, J. E. 
Rosinson. Bulletin of the Johns Hopkins Hospital [Bull. 
Johns Hopk. Hosp.| 83, 288-296, Oct., 1948. 12 refs. 
Three cases are reported in which the haemorrhagic 
diathesis was associated with prolonged clotting time. 
In the first case profuse haemorrhage followed biopsy 
excision of a lymph node, which showed only hyper- 
plasia. The venous clotting time was 68 minutes. 
Recalcified plasma clotting time was prolonged to 12 
minutes (normal about 2 minutes). The prothrombin 
time was normal. The second patient had had operations 
before 1944 without unusual haemorrhage. In 
November, 1947, he had several haemoptyses for no 
definite reason. The venous clotting time was 60 
minutes, recalcified plasma clotting time 74 minutes, and 
prothrombin time 30 seconds (normal 16 to 20 seconds). 
The third patient was an old haemophiliac, whose venous 
clotting time was 5 hours and recalcified plasma clotting 
time 17 minutes. The prothrombin time was normal. 
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In all three cases the platelet count, bleeding time, and 
capillary fragility were normal. 

Tests were performed to try to determine the phase of 
coagulation in which the anticoagulants exerted their 
effects. None of the specimens of plasma showed an 
increase in antithrombic activity. The antithrombo- 
plastic activity in the first and third cases appeared to be 
normal. The anticoagulant in the plasma in these cases 
would appear to exert its effect by preventing the conver- 
sion of a thromboplastin precursor to its active state. 
In the second case a clotting inhibitor delayed the 
conversion of prothrombin to thrombin, but it could not 
be established whether this was actually antithrombo- 
plastic. 

A short review is given of the literature of cases in 
which atypical haemorrhagic diatheses have been associ- 
ated with prolongation of the coagulation time. 

A. W. H. Foxell 


The Role of Allergy in the Pathogenesis of Pur- 
pura and Thrombocytopenia 

F. W. Mapison. Blood [Blood] 3, 1083-1089, Oct., 
1948. 39 refs. 


In an historical review, the reasons for the dichotomy 
between allergic and thrombocytopenic purpura are 
discussed. But thrombocytopenia may be allergic and 
can be produced temporarily by giving allergenic foods 
or drugs. The clinical similarity may therefore imply an 
aetiological similarity and the author suggests that in 
~ gome cases an allergen may produce both vascular changes 
and platelet deficiency. This may explain why purpura 
is so much more often seen in association with thrombo- 
cytopenia than with hypoprothrombinaemia or thrombo- 
plastic deficiency. Such allergic cases will respond to 
control of allergy without splenectomy; hence, investiga- 
tions for allergy should be undertaken in thrombo- 
cytopenic purpura as well as in the anaphylactoid group. 

[This article is a review of the history of purpura 
followed by an argument; no case records afe giver, but 
relevant references are listed.] M. C. G. Israéls 


2042. A Study of the Bone Marrow from Thirty-six 
Patients with Idiopathic Hemorrhagic (Thrombopenic) 


Purpura 
L. W. Diccs and J. S. Hewtett. Blood [Blood] 3, 
1090-1104, Oct., 1948. 7 figs., 13 refs. 


Sternal marrow biopsy examinations were carried out 
on 36 patients with purpura who had haemorrhages 
from mucous membranes, a platelet count of less than 
100,000 per c.mm., prolonged bleeding time, and normal 
or only slightly prolonged coagulation time. Patients 
with primary diseases such as leukaemia,.or those with a 
history of allergy or of taking drugs before the haemor- 
rhagic episodes, were excluded. All the patients were 
examined during an actual haemorrhagic phase. For 
control purposes, sternal puncture was carried out on 50 
patients with miscellaneous non-haemorrhagic conditions. 

In the group with purpura the megakaryocyte count 
varied from 3 to 59 per 10,000 nucleated cells, average 
17. In the control group there were 1 to 54 megakaryo- 
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cytes per 10,000 nucleated cells, average 16. No 
constant relation was found between the megakaryocyte 
count and prognosis or response to splenectomy. The 
morphology of the various megakaryocyte types from the 
“* blast ’’ to the mature platelet-producing cell is described. 
Differential counts on a minimum of 25 cells showed that 
in thrombocytopenic purpura there are relatively more 
immature megakaryocytes not producing platelets. 
Furthermore, splenectomy did not alter this relative 
megakaryocyte immaturity. Eosinophil counts also 
failed to give any indication of the likely success or failure 
of splenectomy. These findings confirm the opinion that 
thrombocytopenic purpura is a dysfunction of the 
megakaryocytes in which platelet formation fails to a 
greater or lesser extent. The presence in a marrow 
smear of many active platelet-producing granular mega- 
karyocytes is against the diagnosis of thrombocytopenic 
purpura, but the authors emphasize that diagnosis, 
prognosis, and indication for splenectomy depend on the 
study of the patient asa whole. The main value of bone- 
marrow study in haemorrhagic disease is to exclude 
leukaemia and aplastic anaemia. M. C. G. Israéls 


2043. Thrombopenic Purpura; the Failure of Direct 
Blood Transfusion to Raise the Platelet Level 

J. S. LAwrence, W. N. VALENTINE, and W. S. ADAms. 
Journal of Laboratory and Clinical Medicine {J. Lab. clin. 
Med.} 33, 1077-1081, Sept., 1948. 4 refs. 


The authors had previously shown in experiments on 
cats that the blood platelet count could be raised for a 
period of a few days after direct transfusion through 
arterial anastomoses. Direct transfusions were given on 
three occasions to 2 patients suffering from thrombo- 
cytopenic purpura. Platelets were not increased in the 
blood of the recipients. Possible reasons for this failure 
are discussed [but it is clear that the procedure has no 
therapeutic advantage over ordinary transfusion 
methods]. Douglas H. Collins 


2044. Thrombocytopenic Purpura Complicating Gold 
Therapy for Rheumatoid Arthritis. Report of Three Cases 
with Spontaneous Recovery and One Case with Recovery 
Following Splenectomy 

S. R. Mettier, A. McBripe, and J. Li. Blood [Blood] 3, 
1105-1111, Oct., 1948. 9 refs. 


Among 160 patients receiving gold salts for the treat- 
ment of rheumatoid arthritis, 4 developed thrombo- 
cytopenia and a haemorrhagic diathesis. In 3 cases the 
blood disorder was mild, and in 2 recovery was spon- 
taneous when gold treatment was stopped; 1 patient had 
a single blood transfusion of 500 ml. The fourth case 
was more serious, the complication occurring after 
repeated courses of gold; there was continuous oozing 
from nose and gums and red cells appeared in the urine; 
ecchymoses and purpura appeared and there was at first 
some uterine haemorrhage. Four blood transfusions 
were given without effect. The sternal marrow was 
hyperplastic with increase in megakaryocytes. Splenec- 
tomy was therefore decided on and carried out success- 
fully. The platelet count rose from 10,000 per c.mm. 
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before operation to 210,000 per c.mm. 4 hours after 
operation; 3 months later the platelet count was 550,000 
per c.mm. There was no post-operative _ bleeding. 
This experience suggests that splenectomy may be worth 
while in the rare case which fails to respond to ordinary 
measures. M. C. G. Israéls 


2045. Inconstancy and Variability of the Vascular 
Fragility Test Even in Purpuric Conditions 
J. RoskaM, C. RENARD, and L. SwaLie. Blood [Blood] 
3, 1112-1119, Oct., 1948. 5 figs., 18 refs. 


The authors describe 2 cases of purpura to illustrate 
the variability of results from tests of cutaneous vascular 
fragility. Both patients had normal platelet counts, and 
normal bleeding, clotting, and prothrombin times. 
The first case was one of “* purpura simplex ”’ of unknown 
aetiology; many petechiae were produced on the skin of 
the forearm when a pressure half-way between the 
arterial and venous pressures was applied to the upper 
arm. In the second case, purpura followed a meal 
containing possible allergens—lobster, duck, foie gras— 
but there was no response to the compression test. 
Intradermal tests with these materials were negative, but 
repetition of the meal produced the same effect. The 
authors mention also a third case, previously reported, 
in which petechiae appeared sometimes on one arm and 
sometimes on the other at different times. These cases 
show “* the complexity of the factors producing purpuric 
eruptions ’’. No new explanations are offered. 

M. C. G. Israéls 
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2046. Urethane Treatment of Leukaemias. (Urethanbe- 
handlung von Leukémien) 

K. FELLINGER. Wiener Klinische Wochenschrift [Wien. 
klin. Wschr.] 60, 558-565, Sept. 3, 1948. 3 figs., 24 refs. 


This is an account of the treatment of a number of 
cases of leukaemia, Hodgkin’s disease, and multiple 
myeloma with urethane. The results obtained are similar 
to those previously recorded, namely, great improvement 
both haematologically and clinically in chronic myeloid 
leukaemia, but less effect in the chronic lymphatic type. 
In one case of lymphosarcoma there was great but 
transient improvement, whereas in Hodgkin’s disease 
there was little or no effect. The pruritus was relieved in 
almost every case of the latter but recurred when urethane 
administration stopped. This effect is attributable to 
some action of the drug on the cellular infiltration in the 
deeper layers of the skin and not to a central action, be- 
cause large doses of sedatives did not have the same 
effect. The blood changes in chronic myeloid leukaemia 
were much more striking than were those in the bone 
marrow, and the paper contains a detailed discussion of 
the possible modes of action of urethane [but with no 
reference to the fundamental work of Moeschlin 
(Moeschlin and Meili, Schweiz. med. Wschr. 1947, 77, 
1351, and Moeschlin, Helv. med. Acta, 1947, 14, 279)]. 
The conclusion is that urethane acts by inhibiting mitosis 

M—2Q 


probably by changing the mode of cell respiration to a 
more normal one; cell respiration is caused to differ at 
least temporarily from that of tumour cells. There is also 
a purely theoretical discussion-of the possible reasons why 
the action on myeloid cells is more intense than that on 
lymphatic ones. A. Piney 


2047. Mechanism of Action of Urethane. (Beitrag zum 
Wirkungsmechanismus des Urethan) 

J. Scumip. Wiener Zeitschrift fiir Innere Medizin 
[Wiener Z. inn. Med. 29, 389-397, Sept., 1948. 3 figs., 
18 refs. 


The effect of urethane on the surface tension of washed 
leucocytes from cases of myeloid leukaemia was investi- 
gated. Micro-estimation showed that 1-5 mg. of ure- 
thane was practically completely bound by 4 ml. of a 
cell suspension of 50,000 leucocytes per c.mm. in 2 hours 
at 38°C. Similarly, in vivo micro-estimation showed that 
a substance with diminished oxygen utilization in vitro 
was changed to normal by urethane. It is thought, 
therefore, that urethane has a regulating action on some 
unknown substances which control respiration, prolifera- 
tion, and maturation of leucocytes. It is suggested that 
these substances may be related to the keto acids and oxy 
acids which have been described in the urine in cases of 
leukaemia (Turner and Miller, J. biol. Chem., 1945, 161, 
91). A. Piney 


e 


2048. Leukemia and Phosphatase. (Leukaemi og fosfa- 
tase) 

J. B. DatGaarD. Nordisk Medicin [Nord. Med.| 40, 
1767-1770, Oct. 1, 1948. 5 figs., 10 refs. 


The author, while using Gomori’s technique (Proc. Soc. 
exp. Biol., N.Y., 1939, 42, 23), had noticed that some 


_ white cells contained large amounts of phosphatase, 


which was demonstrable only in mature polymorpho- 
nuclears. This finding may be related to the effects of 
radioactive phosphorus in leukaemia. The author 
therefore investigated the serum alkaline phosphatase 
level in 27 leukaemic patients, performing tests before 
and after x-ray treatment where this was carried out. 
Sixteen of the cases were of myelogenous leukaemia (3 
of them aleukaemic), 8 of lymphatic leukaemia, and 
1 of plasma-cell leukaemia. Phosphatase was estimated 
by the technique of Buch and Buch (Acta med. scand., 
1939, 101, 211), a modification of the King—Armstrong 
method. In the untreated cases phosphatase values were 
normal and there was no correlation between the degree 
of leucocytosis and the phosphatase level. This was also 
the case in those treated with x rays both during and after 
the course except in the cases of myeloid leukaemia with 
a leukaemic blood picture. In 5 out of 8 of the latter 
there was a rise in the phosphatase level and this rise ~ 
appeared to be correlated with the fall in the count of 
mature polymorphonuclears. In cases with no such fall 
there was no rise in the phosphatase level. 
; A. M. M. Wilson 


See also Section Pharmacology, Abstract 1823. 
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2049. Active Obliteration of the Pleural Space in the 
Treatment of Empyema Complicating Artificial Pneumo- 
thorax. (La symphyse provoquée dans le traitement des 
pleurésies purulentes du pneumothorax) 

D. Neex and J. PALLIEs. Poumon [Poumon] 4, 279-304, 
Sept.—Oct., 1948. Bibliography. 


This paper is based on 210 cases of tuberculous 
empyema complicating artificial pneumothorax, seen in a 
French sanatorium between 1933 and 1947. Tubercu- 
lous empyema developed in 8-8% of all cases with 
artificial pneumothorax or 26-6% of pleural effusions 
complicating artificial pneumothorax. When immediate 
deaths (for example, from spontaneous pneumothorax) 
and cases too recent for adequate follow-up were ex- 
cluded, 41% of 170 patients were dead, 18% improved, 
and 41%“ cured”’. In 37% of cases the onset was acute, 
with severe general symptoms and rapid development of 
pus (“ primary tuberculous empyema’’); in the rest 
symptoms were milder and the effusion was not at first 
purulent secondary tuberculous empyema’). 

In most cases the aim of treatment must be to obliterate 
the pleural space. In only 5-:2% was a satisfactory 
artificial pneumothorax maintained after the development 
of pus. Without obliteration of the pleural space 9 out 
of 10 patients with primary tuberculous empyema died; 
of 63 with secondary empyema 58% died; the results 
were poor in 15% and only 27% were “cured”. 
Detailed figures are given for the results of spontaneous 
re-expansion of the lung, repeated aspiration of the 
empyema, drainage, thoracoplasty, and pleurectomy. 
[No details of the last-named operation are given; from 
the context it seems to consist of excision of the parietal 
pleura over the empyema, laying the wound widely open, 
and allowing it to heal up from below.]. As a result of 
their analysis the authors draw the following conclusions. 
Of secondary tuberculous empyemata a few will be 
cured by aspiration alone, an effective artificial pneumo- 
thorax being left. Most will require repeated aspiration 
with pleural lavage; if the lung lesions remain active 
after re-expansion a thoracoplasty will be necessary, 
though it was surprising how often the lung lesions 
became stabilized even when the original artificial 
pneumothorax was quite recent. If intermittent aspira- 
tion is unsuccessful in obliterating the pleural space, 
continuous intercostal drainage must be substituted. 
As this has nearly always to be followed by a thoraco- 
plasty, the space should be drained in the axilla or 
anteriorly. The empyema may occasionally be treated 
. by primary pleurectomy, if the pocket is small and easily 
accessible. More often pleurectomy is used after thora- 
. coplasty to deal with a residual empyema pocket. Of 
11 patients 1 died, 8 were “‘ completely cured’ and 2 
were “ incompletely cured ”’. 

For primary tuberculous empyema, which is usually 
associated with a broncho-pleural fistula and secondary 


infection, immediate suction drainage is advised. In 
most cases this has to be followed by thoracoplasty. 
Subsequent pleurectomy may also be necessary. Other 
surgical measures such as decortication and Roberts’s 
operation, are discussed, but of these the authors have no 
experience. 

[This is a long and detailed paper and should be read in 
the original by those interested.] John Crofton 


2050. Pathology of Pulmonary Fibrosis, Including 
Chronic Pulmonary Sarcoidosis 

T. B. MALiory. Radiology [Radiology] 51, 468-476, 
Oct., 1948. 9 figs., 6 refs. 


In this paper, which comes from the laboratory of 
pathology and bacteriology, Massachusetts General 
Hospital, Boston, Mass., the author discusses the patho- 
genesis of pulmonary fibrosis and describes four types— 
namely, the organized pneumonia, healed infarction, 
healed necrotizing pneumonitis, and interstitial fibrosis. 
In a series of 6,000 post-mortem examinations 59 cases of 
pulmonary fibrosis were found, exclusive of tuberculosis, 
silicosis, and lipid pneumonia. Of these 59 cases, 23 were 
judged to be of clinical significance. In the discussion 
it is pointed out that the incidence of organized pneu- 
monia in patients with chronic bronchial asthma is too 
high to be a mere coincidence, and that in radiation 
pneumonitis the picture is often complicated by scars of 
necrotizing pneumonitis and healed neoplasia. 

The author also describes a progressive form of 
granulomatous pneumonitis healing by fibrosis, and 
presents evidence for considering this as a form of local- 
ized pulmonary sarcoidosis. A. Orley 


2051. Miliary Calcification of the Lung: Etiologic 


Aspects 
H. P. Dous. Radiology [Radiology] 51, 480-490, Oct., 
1948. 20 figs., 16 refs. 


The author, working at.the Henry Ford Hospital, 
Detroit, reviews the literature on the aetiology of miliary 
calcification of the lungs. He reports 4 cases of infection 
with Aspergillus and Monilia observed for 10 years and 
showing every stage of the disease, from primary infection 
to the final stage of miliary calcified nodules. There is 
also a brief report of 2 cases which tend to prove that in 
some instances miliary tuberculosis of the lungs may also 
end in miliary nodular calcification. A. Orley 


2052. Papilloedema in Emphysema 
T. Simpson. British Medical Journal [Brit. med. J.] 2, 
639-641, Oct. 2, 1948. i5refs. ~ 


The author postulates that papilloedema occurs only 
rarely in cases of emphysema, and that when it does so it 
is consequent upon a raising of the cerebrospinal-fiuid 
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(C.S.F.) pressure. He also states that the rise in the 
general venous pressure does not provide a sufficient 
explanation for the rise of the C.S.F. pressure. In 7 
cases of emphysema with cor pulmonale the C.S.F. 
pressure was recorded and found to be within normal 
limits, although the general venous pressure was in some 
cases definitely raised—in one case to 11 cm. above the 
sternal angle. In none of these cases was there papil- 
loedema. On the other hand, in 3 emphysematous 
patients who did show papilloedema the C.S.F. pressure 
was significantly raised but the venous pressure was not 
unduly high. The explanation of this rise in the C.S.F. 
pressure may lie in the essential functional disturbance 
of emphysema—namely, the deficient haemo-respiratory 
exchange. In emphysema there are both low oxygen 
saturation and high carbon-dioxide concentration of the 
blood, and from a review of animal experiments and 
observation in man it is shown that both these changes 
result in a considerable degree of cerebral vasodilatation, 
which may result in raising the C.S.F. pressure to above 


‘that required to produce papilloedema. Polycythaemia 


is mentioned as a second possible factor, but a sufficient 
increase in the red-cell count was not a feature in any of 
the 3 cases described. Richard _D. Tonkin 


2053. Recurrence of Coccidioidal Cavities Following 
Lobectomy for a Bleeding Focus ‘ 
D. Krapin and F. J. LoveLock. American Review of 
Tuberculosis [Amer. Rev. Tuberc.] 58, 282-290, Sept., 
1948. 3 figs., 12 refs. 


The authors give a detailed account of a patient 
suffering from repeated haemoptyses, which were not due 
to a tuberculous infection of the lungs. Physical exami- 
nation and laboratory investigations did not reveal any 
pathological findings, except a positive skin reaction to 
coccidioidin in a 1 in 10 dilution. The radiographs 
showed a lesion and a cavity at the right apex. As 
tuberculosis or chronic abscess could be excluded, the 
possibility of coccidioidomycosis was _ considered. 
Pneumothorax treatment failed to collapse the cavity; 
lobectomy was therefore undertaken to remove the 
diseased area and to stop the bleeding. The patient 
was free of symptoms for a year but cough and haemor- 
rhagic expectoration began again and the radiograph 
revealed no change in the size of the lung cavities. 
Thoracoplasty was carried out in two stages with resection 
of the first to seventh ribs and produced a satisfactory 
result. Franz Heimann 


2054. Pulmonary Embolism without Infarction 
R. SHaprro and L. G. RIGLER. American Journal of 
Roentgenology and Radium Therapy [Amer. J. Roent- 
genol.} 60, 460-465, Oct., 1948. 6 figs., 6 refs. 


Because of the double circulation through the lungs, 
pulmonary embolism may occur without infarction. The 
typical radiographic findings in such cases are an 
increased radiotranslucency and ischaemia of the 
involved segment of the lung. The radiograph may also 
show an abrupt termination of the embolic pulmonary 
artery. This contrasts strikingly with the usual area of 


increased density found in cases of embolism with 
infarction. Three proved cases of pulmonary embolism 
without infarction are described and the differential 
diagnosis of the condition is discussed. ' A, Orley 


2055. Congenital Cystic Disease of the Lung 
K. M. Bowpen. Medical Journal of Australia [Med. J 
Aust.] 2, 311-317, Sept. 18, 1948. 10 figs., 7 refs. 


The author has studied 20 new cases of congenital ' 


cystic disease of the lung, and summarizes his findings as 
follows. Congenital cysts of the lung occur either as 
solitary large cysts or as multitudinous smaller cysts. 
They have been found in foetuses, and at all ages. In 
most cases they contain air, though occasionally they are 
filled with a gelatinous substance. Histological examina- 
tion in a typical case will reveal an epithelial lining of 
columnar cells bordered by a basement membrane, and 
the underlying tissues consist of fibrous and smooth 
muscle tissue and elastic'fibres. Cartilage and mucous 
glands may be present. Noteworthy features are the 
frequent absence of alveoli in the immediate neighbour- 
hood, and the absence of carbon deposits, those parts of 
the lungs appearing pink and fleshy. The author inter- 


prets his findings as indicating an arrest of normal — 


development of the bronchi. The coexistence of other 
congenital abnormalities lends support tothis assumption. 
R. Salm 


2056. Electrical Registration of Normal and Patho- 


logical Breath Sounds. (La registrazione elettroacustica 
dei rumori normali e pathologici del polmone) 

C. CoLomst and G. JeLMont. Archivio di Patologia e 
Clinica Medica [Arch. Patol. Clin. med.] 26, 81-113, 
1948. 14 figs., 17 refs. 


For satisfactory electro-acoustic registration of the 
breath sounds it is essential that the recording instrument 
be free from inertia. The authors use a cathode tube 
oscillograph; in addition to oscillographic registration 
the apparatus can record the actual sounds through a 
loud-speaker. By electro-acoustic recording three phases 
of normal respiration can be distinguished; the first 
phase corresponds with the first two-thirds of inspiration, 
the second with the end of inspiration and beginning of 
expiration, and the third with the end of expiration. 
The first and third periods are characterized by waves of 
high frequency and relatively low intensity, while the 
intermediate period is characterized by large waves of 
low frequency. The period of respiratory silence is very 
short, for in expiration the sound continues for a time 


after the thorax ceases to move. These are the findings © 


over the middle and lower lobes. Over the upper lobes, 
however, the waves of the intermediate phase are of 
smaller amplitude and higher frequency, resembling 
those of the first and third phases. The intermediate 
waves of large amplitude and low frequency correspond 
with the vesicular murmur heard on auscultation. 
Electro-acoustic study shows the murmur of the air 
column in the trachea and bronchi to be composed of 
oscillations of very high frequency, and there is a very 
‘clear pause between the end of inspiration and the 
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beginning of expiration. Over consolidated lung the 
findings are exactly like those over the trachea. 

The authors conclude that the normal vesicular murmur 
arises mainly in the distal portions of the bronchial tree, 
probably in the infundibuli and alveoli, while the 
tracheo-bronchial component in the first and third 
phases is largely lost in transmission except in the 
region of the root of the neck. G. Lorriman 


For Industrial Pneumoconioses, see Abstracts 1760- 


2057. The Course of Acute Primary Pneumonia with 
Chemotherapy. (Der Verlauf der akuten primiéren 
Pneumonie unter der Chemotherapie) 

A. STARKLE. Schweizerische Medizinische Wochen- 
schrift (Schweiz. med. Wschr.] 78, 949-955 and 1004- 
1009, Oct. 2 and 16, 1948. 25 figs., 42 refs. 


The author analyses 196 cases of primary bacterial 
pneumonia treated with sulphonamides, alone or in 
combination with penicillin, during the last 6 years. 
The clinical response to the drugs during that period did 
not appear to have changed: this is taken to indicate that 
there had been no increase in resistant strains of the 
infecting organisms. Failure to respond could be 
traced in all but one case to such causes as inadequate 
dosage, late treatment, or complications. In one case 
only—of type I pneumococcal pneumonia—did there 
appear to be true resistance to sulphonamides. The 
temperature fell to normal in less than 96 hours in 86-7%. 
Four patients died, but in none could death be attributed 
with certainty to lack of response to the drug. Empyema 
developed in 4% and lung abscess in 1%. In 25% there 
was radiological evidence of a pleural effusion. Radio- 
logical clearing was complete by the end of the third 
week in 87%; in only 6% did the abnormal shadows 
persist for longer than 4 weeks. The slowest resolution 
occurred in patients with extrapulmonary disease, such as 
chronic alcoholism, arteriosclerosis, and heart failure. 

J. R. Bignall 


2058. Cytologic Studies of Sputum and Bronchial 
Secretions in Primary Carcinoma of the Lung 

S. M. Farser, M. A. Bentorr, J. K. Frost, M. ROsEN- 
THAL, and G. Tostas. Diseases of the Chest [{Dis. 
Chest] 14, 633-664; Sept.—Oct., 1948. 8 figs., 35 refs. 


The authors, using a modification of the Papanicolaou 
staining method, have examined 1,755 specimens of 
bronchial secretions from 500 patients suspected of having 
carcinoma of the bronchus. Pathological confirmation 
was obtained in 71 cases. In 57 (80%) malignant or 
suspiciously malignant cells were found in sputum or 
specimens obtained at bronchoscopy. Malignant cells 
were found in the sputum in all but one of the cases 
in which they were observed in bronchoscopic smears. 
In over 80% of the positive sputa neoplastic cells were 
discovered in the first specimen examined. In no case 
in which malignant cells were reported and in which 
pathological examination was possible did the sections 


fail to confirm the diagnosis. One patient whose sputum 


was reported as suspicious of malignancy was found to ° 


have a lung abscess. The normal and abnormal cyto- 
logy of the sputum is described and the value of sputum 
examination in the diagnosis of carcinoma of the 
bronchus discussed. 

[The figures in the text differ in some instances from 
those in the tables. Insufficient details are given for the 
sputum findings to be related to the stage of the disease— 
an important consideration in judging the value of 
sputum examination in early diagnosis. From the 
table given it appears that malignant cells were found in 
the sputum in 7 out of 12 cases with no bronchoscopic 
abnormality.] J. R. Bignall 


2059. Technical Details of the Cytological Diagnosis of 
Bronchial Tumours. (Précisions techniques sur le 
diagnostic cytologique des tumeurs bronchiques) 

J. DELARUE, J. PAILLAS, Y. BERGEROT-BLONDEL, and —. 
Gracost. Journal Francais de Médecine et Chirurgie 
Thoraciques [J. frang. Méd. Chir. thorac.] 2, 501-523, 
1948. 10 figs., 26 refs. 


For their examinations the authors used tissue or 
bronchial secretion obtained during bronchoscopy, or 
sputum, and consider in that order the suitability of 
these materials for arriving at a correct diagnosis. If 
biopsy was not possible—for example, when a growth was 
situated in a bronchus of the upper lobe—they used 
bronchial secretion, sometimes obtained after forceful 
injection of saline through a cannula; or, if that method 
also was not applicable, the sputum was examined. 
The specimens employed were serial paraffin sections or 
direct smears. If the former were chosen, bronchial 
secretion was drained into a bottle containing 13% 
formalin, while sputum was expectorated direct into a 
flask containing the same fixative. A thin layer of saline 
replaced the formalin when smears were to be made. 
These were fixed immediately in a mixture of equal parts 
of absolute alcohol and ether, and subsequently stained, 
the authors preferring haematoxylin-eosin. 
of suspected pulmonary neoplasm, in which broncho- 
scopy had been negative, cancer cells were demonstrated 
4 times in sputum and 13 times in bronchial secretion. 

R. Salm 


2060. The Retention of Aerosol Particles in the Human 
Respiratory Tract as a Function of Particle Radius 

I. B. Witson and V. K. LAMER. Journal of Industrial 
Hygiene and Toxicology {J. industr. Hyg.| 30, 265-280, 
Sept., 1948. 6 figs., 33 refs. : 


The problem investigated concerned the function 
played by particle size in the retention of aerosols in the 
lower respiratory tract. Homogeneous aerosols contain- 
ing a trace of radioactive sodium (Na**) were inhaled at 
various breathing rates by 7 subjects (4 women and 3 
men). The aerosols were of the same size, within 
narrow limits, and they consisted of equal volumes of 
water and glycerol, and a small amount of sodium 
chloride containing a trace of Na®*. After a 5 minute 
period of inhalation, a _ cylindrical Geiger—Miiller 


In 17 cases - 
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counter, shielded with one inch (2-5 cm.) of lead except 
for a slit running the length of the tube, was placed 
horizontally against the chest wall in the axillary region. 
The 6 rays are absorbed in the body, but the y rays 
penetrate, and they were measured for 4 minutes, 
starting half a minute after completion of the aerosol 
inhalation. The counter picked up radiation primarily 
from the peripheral portion of the lung near the chest 
wall, a region consisting mainly of fine air passages and 
alveoli. During the inhalation period the exhaled 
aerosol was collected on a filter, so that the over-all 
retention could be determined. Also a 10-ml. sample of 
blood was collected from the arm 15 minutes after cessa- 
tion of the inhalation and measured for radioactive 
sodium. The monodisperse aerosol was prepared by a 
modification of the method developed by LaMer and 
Sinclair, and particle size was measured by means of the 
higher order Tyndall spectra calibrated in terms of sedi- 
mentation rate. 

The retention of aerosols observed in the subjects is 
recorded in detail. In all tests breathing was by the 
mouth alone, and it appeared that when the retention was 
below 85% the logarithm of the retention varied linearly 
with the logarithm of the radius of the aerosol particles. 
Breathing rates of 54 to 20 cycles per minute were investi- 
gated, and the retention was found to decrease linearly 
with increasing breathing rate. The axillary counts 
showed that in all cases there existed a region of relatively 
high counts extending through particle sizes greater than 
0-3 » and less than 1:2 x. The alveolar retention, which 
indicates the deposition in the smaller bronchi, 
bronchioles, and alveoli, depended markedly on the 
particle size, and on an average exhibited a 4-fold 
dependence within the range of 0:2 pw to 2°6 wp. It 
follows that if it is desired to introduce particles effectively 
into the alveoli, in general aerosols must be used which 
have a particle size less than 1-2 yx and greater than 0-3 pu. 
Other tests indicated that the maximum alveolar retention 
is of the order of 45% of the inhaled aerosol. 

[For details of the physical methods employed and for 
various mathematical formulae the original paper should 
be consulted.] H. M. Vernon 


2061. Antistreptolysin “O”’. A Study of this Anti- 
body in Health and in Hemolytic Streptococcus Respiratory- 


Diseases in Man 

L. A. RANTz, E. RANDALL, and H.H. RANTZ. American 
Journal of Medicine [Amer. J. Med.| 5, 3-23, July, 1948. 
3 figs., 49 refs. 


This paper embodies an extensive review of the whole 
subject and includes the results obtained by the authors 
themselves while studying 303 cases of streptococcal 
infection of the throat admitted to a large station hospital 
in the United States during the war. ; 

The fluctuations which occur in the antistreptolysin 
“OQ” titre of apparently normal populations are dis- 
cussed fully. There is, for instance, evidence that the 
mean antibody levels vary with geographical location, 
being lowest in the South-West and South-East United 
States, while they are highest in the Middle West and Far 
West. The level also varies with age. In young children 


it is low, 94-4% of those under 5 years having titres below 
12. Inthe age group 5 to 12 it is more variable, the mean 
titre being 238. In adults in the 40 to 60 age group it is 
33, and in military personnel 117. [According to the 
authors, “* these results are in accord with the established 
frequency of occurrence of streptococcal respiratory 
infection in the several age groups”’; but in two series 
the numbers tested were low, there being only 18 in the 
youngest age group and 44 adults aged 40 to 60; on 
the other hand, 107 in the age group 5 to 12 were tested.] 
The course of the antibody titre was followed during 
Group A haemolytic streptococcal infections of the 
respiratory tract; it was observed that an increase regu- 
larly occurred, and, although the amplitude varied from 
patient to patient, the peak level was generally reached by 
the fourth week after the onset. There was no apparent 
relation between the initial titre and the occurrence of 
suppurative complications, such as peritonsillar abscess, 
Otitis media, and sinusitis; the mean titre in such 
individuals was 109, whereas it was 98 in uncomplicated 
cases. There was likewise no relation between mean 
initial titre and the occurrence of non-suppurative 
complications: in arthritis the titre was 107, in “ late 
fever’? 70, and in carditis 67. There was, however, a 
‘“‘ definite correlation between the magnitude of anti- 
streptolysin response, severity of the initial illness, and the 
later development of non-suppurative complications ”’, 
so that “‘ an exaggerated mean antistreptolysin response 
occurred in all clinical categories in the latter group ”’. 
The mean increase (in all cases with any increase in anti- 
body level) in arthritis was 366, in “ late fever ’’ 516, and 
in carditis 344, whereas in uncomplicated cases it was 
210, and in cases with suppuration 330. R. Hare 


2062. Streptococcal Fibrinolysin (Streptokinase). A 


. Study of this Substance and its Antibody in Group A 


Hemolytic Streptococcus Sore Throat 


L. A. RANtz and P. J. Botsvert. American Journal of ° 


Medicine [Amer. J. Med.] 5, 24-32, July, 1948. 30 refs. 


The authors, employing a method described by Tillett 
and Gardner and modified by Boisvert (J. clin. Invest., 
1940, 19, 65) for the estimation of antifibrinolysin, 
investigated the titre of the antibody and the occurrence 
of fibrinolytic strains in a group of 243 cases of Group A 
haemolytic streptococcal infection of the throat. They 
found no correlation between the varying ability of the 
infecting strains to produce fibrinolysin, and the occur- 
rence of suppurative or non-suppurative complications in 
the patients from whom they were derived. The anti- 
fibrinolysin level was very low in the initial stages in 
88-4% of the cases, it being slightly higher in another 
11:-4%. During infection a definite increase occurred in 
15-8% of cases by the eighth to the tenth day, and by the 
fourth week a significant increase could be detected in 
35%. No alteration whatever occurred in 48-3% of the 
cases. Only 25-3% of uncomplicated cases responded by 
an increase in antibody level, but when there were sup- 
purative complications the frequency of response was 
greater—46:1%. In non-suppurative complications it 
was as follows: in arthritis 43 ‘Ty in “late fever” 
53-3%, and in carditis 14- 3%. . R. Hare . 
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2063. Acute Esophageal Ulceration Associated with 
Intranuclear Inclusion Bodies 

P. H. Hartz and A. vAN Der Sar. Gastroenterology 
[Gastroenterology] 11, 337-340, Sept., 1948. 2 figs., 
4 refs. 


The authors, working in Curacdo, report their second 
case of acute oesophageal ulceration associated with the 
presence of intranuclear inclusion bodies. At necropsy 
widespread caseous tuberculosis was found, with a 
pseudo-membranous inflammation of the terminal 30 
cm. of the ileum and a numberof rounded shallow ulcers 
in the lower third of the oesophagus; their diameter 
did not exceed 2 mm. and they were covered with a 
yellowish exudate. On microscopical examination these 
ulcers were seen to penetrate no further than the super- 
ficial part of the mucosa, which was loosely infiltrated 
with polymorphonuclears, and a few lymphocytes and 
plasma cells. The venules of the mucosa contained 
numerous leucocytes. No bacteria could be detected 
inside the fibrinous layer covering the ulcers. Distinct 
inclusion bodies were seen in the pale-staining, swollen 
epithelial cells at the margin of the ulcers; other inclu- 
sion-bearing cells lying in the deeper layers of the 
epithelium were almost of normal size. No inclusion 
bodies were found in the epithelial cells of the inflamed 
ileum. 

The oesophageal lesions described here are almost 
identical with those described by Pearce and Dagradi 
(Arch. Path., 1943, 35, 889). In the present case there 
was no obvious aetiological link between the presumably 
virus ulceration of the oesophagus and the ileitis. The 
findings, therefore, do not support the theory of the virus 
aetiology of ulcerative colitis and regional ileitis advanced 
by Pearce and Dagradi. The need is stressed for 
microscopical examination of seemingly unimportant 
lesions of the alimentary tract in routine necropsy 
material. M. Beaton 


2064. The Gastroscopic Picture in Post-irradiation 
Gastritis 

E. D. PALMER. American Journal of Roentgenology and 
Radium Therapy {Amer. J. Roentgenol.| 60, 360-367, 
Sept., 1948. 6 figs., 3 refs. 


Detailed results of gastroscopic study in 12 patients, 
young white soldiers, who had undergone irradiation, are 
given. Radiation therapy had been given for a primary 
growth of the testis in 11 patients and a retroperitoneal 
sarcoma in the twelfth. Large doses, given with a 
million-volt apparatus, ranged from 12,000 r in 30 days 
to 25,000 rin 70 days. In general the radiation was given 
through 5 portals, two of which directly involved the 
lower pole of the stomach. The amount of radiation 
reaching the stomach is not given but it was probably 
over 5,000 r. The distribution of dosage varied from 


case to case. Clinical and pathological details are to be 
published by Brick in the near future. 

In 7 patients gastric ulcers developed, and in 3 gastrec- 
tomy was considered advisable. In all 12 cases there was 
swelling of the antral mucosa sufficiently severe to “ iron 
out ”’ the normal fold pattern. Peristalsis was sluggish, 
and in addition to the narrowing of the antrum the 
pylorus tended to be patulous. Because the oedema 
tended to persist for long periods, in one case for 18 
months, it was at first erroneously interpreted as infiltra- 
tion. The ulcers were unusual. There was little or no 
surrounding reaction and when healing occurred there 
was no stellate contracture of the fold pattern. The 


finding of considerable fibrosis in the floor of the ulcers _ 


examined histologically came as a surprise. It was 
sometimes impossible to see ulcers in a narrow tubular 
antrum through a gastroscope. In other cases the 
ulcers could not be visualized radiologically owing to 
their unusual site and the absence of surrounding 
reaction. Denys Jennings 


2065. Fibro-muscular Atresia of the Pyloric Antrum, or 
Linitis Plastica. (L’atrésie fibro-musculaire de l’antre 
pré-pylorique ou linite plastique) 

G. ALBot and F. MAGNIER. Archives des Maladies de 
l’Appareil Digestif [Arch. Mal. Appar. dig.| 37, 560-587, 
Sept.—Oct., 1948. 23 figs., bibliography. 


This paper deals with a common diagnostic problem 
which is neglected in the English literature. The authors 
claim [probably correctly] that they can find no dis- 
cussion in the literature of some of the points they raise. 
The clinical picture is the common one of epigastric pain 
with regurgitation of acid or belching. The subject is 
usually a male aged 45 to 65, though the disease does 
occur in both older and younger persons. The duration 
of symptoms varies from a few months to many years. 
Some relief is obtained after food and from carbonates, 
but usually none from other alkalis. The disease can be 
distinguished from duodenal ulcer by the fact that there 
are no periodic remissions. On radiological examination 
transient disturbances of pyloric action and antral 
peristalsis may be found, or nothing at all. In some 
cases there is a gastric ulcer at the angulus or just beyond, 
and this produces a distortion of the pyloric antrum. 
In this group ulcer pain may dominate the clinical picture 
and the disturbance of function is missed; alternatively, 
there may be no recognizable ulcer pain but merely 
symptoms due to the disturbance of pyloric function. 

The present paper deals mainly with yet another group 
in which there is permanent distortion of the antrum and 
it is difficult to exclude the presence of a neoplasm. In 
benign cases the distortion commonly takes one of two 
forms: either there is narrowing of the antrum, mainly 
at the expense of the smooth contour of the greater 
curvature, so that the prepyloric region resembles the 
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extended finger of a glove; or the normal narrowing 
corresponding to the pyloric sphincter is elongated and 
the pylorus appears as if “in parentheses”. In the 
latter case the base of the duodenal cap is usually concave, 
while the pyloro-duodenal area may be either concave or 
convex. This form is often described in the English 
literature, after Twining, as “ hypertrophic pyloric 
stenosis of adults”. On the evidence of only 15 cases, 
10 of which are described together with the x-ray findings, 
the authors believe that they have solved the problem of 
an anatomical diagnosis. The “ glove-finger”’ type is 
mainly due to fibrosis, and the “ parenthesis ’’ type to 
muscular hypertrophy. The histology is, however, 
variable, and there is always an extensive antral gastritis 
which may be accompanied by erosions or superficial 
ulcers. 

Ability to make a definite diagnosis of a benign 
condition has not altered the authors’ views on treatment. 
Gastrectomy used to be recommended because cancer 
could not be excluded; it is now recommended because 
the results of medical treatment are poor, and because in 
some cases the antral gastritis continues to spread after 
gastro-enterostomy, so that symptoms persist. 

[This paper over-simplifies the problem. The authors 
admit that similar x-ray appearances are produced by 
purely mucosal thickening, and that sometimes there is a 
pyloric ulcer which cannot be demonstrated. Since 
some of these pyloric ulcers are malignant from the start 
or later become malignant, cancer can never be com- 
pletely excluded. It would, however, make the task of 
the radiologist much easier if clinicians realized the 
substantial truth of the statements in this paper. At 
present, if a radiologist diagnoses antral gastritis and a 
small ulcer is found in the gastrectomy specimen, the 
clinician considers that the ulcer is responsible for the 
clinical picture and the radiologist is at fault for not 
demonstrating it. On the other hand, if the radiologist 
diagnoses a probable prepyloric ulcer which cannot be 
shown definitely, and laparotomy reveals only a gastritis, 
the radiologist is blamed for initiating an unncessary 
operation.] Denys Jennings 


2066. The Gastric Mucosa After Vagotomy for Peptic 
Ulcer. A Gastroscopic Study 
L. M. AsHer. Gastroenterology [Gastroenterology] 11, 
303-317, Sept., 1948. 7 figs., 28 refs. 


In this interesting paper the author reports on the 
gastroscopic study of 20 patients who underwent vago- 
tomy with or without gastro-enterostomy. Most 
patients were examined gastroscopically both before and 
after operation. In 15 of them post-operative abnor- 
malities of the gastric mucosa developed; the most 
characteristic of these was a chronic hypertrophic 
gastritis manifested by a cobble-stone appearance of the 
mucosa. Superficial bleeding erosions occurred in 
many, and stomal ulcers in 2. Abnormalities of gastric 
motility—increased or decreased peristalsis—were ob- 
served in 13 cases. These changes could not be correlated 
with post-operative acidity or response to insulin, and 
were most marked in patients who had had a vagotomy 
without gastro-enterostomy. An alcoholic patient deve- 


/ 
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loped haematemesis from gastric erosions after a bout of 
drinking. The author believes that the stomach of a 
patient who has undergone vagotomy is very liable to 
physical trauma because of changes in the circulation in 
the mucosa, decreased secretion of mucin, and altered 
motility. The presence of a functioning gastro-entero- 
stomy protects the stomach by allowing rapid emptying 
and an alkaline reflux. [This paper contains many 
illustrations showing the types of mucosal lesion met with 
after vagotomy.] John Naish 


2067. Effect of Insulin Hypoglycemia on Gastric Secre- 
tion in Duodenal Ulcer and Controls 

A. WINKELSTEIN and M. Hess. Gastroenterology (Gastro- 
enterology] 11, 326-336, Sept., 1948. 19 refs. 


It has been shown that in insulin hypoglycaemia there 
is an increased gastric secretion of the vagal type. This 
effect is produced through stimulation of the vagus 
nuclei and nerves. The level to which the blood sugar 
concentration falls before this effect is produced varies, 
but it is considered that the absence or presence of 
response can be judged only after a fall to at least 50 mg. 
per 100 ml. Previous studies by Winkelstein have 
demonstrated that in cases of duodenal ulcer vagal stimu- 
lation (by sham feeding) leads to an abnormal increase 
in gastric secretion, including night secretion, whereas 
the chemical phase of secretion showed no such abnor- 
mality in these cases. 

The present authors, working in the medical depart- 
ment, Mount Sinai Hospital, New York, have studied 
the effects of insulin, given in varying doses by the intra- 
venous and subcutaneous routes, on gastric secretion 
in normal subjects and in patients with duodenal ulcer. 
Patients fasted from the previous evening, and at 9 a.m. 
fasting juice was aspirated from the stomach, and every 
15 minutes for.2 hours after the insulin injection. Blood- 
sugar estimations were carried out in the fasting state and 
at 35 minutes after the insulin injection. A dose of 
15 units of insulin intravenously gave the following 
results: (a) In 18 control cases the highest rise in free 
acidity from fasting level averaged 43 units and the - 
average blood sugar level after injection was 32 mg. per 
100 ml. (4) In 21 cases of ulcer the average rise from 
fasting level was 77 units and average blood sugar 31 mg. 
per 100 ml. These figures indicate that the vagus 
nucleus is more irritable in patients with duodenal ulcer 
than in normal subjects. Even lesser falls in blood 
sugar level (50 to 60 mg. per 100 ml.) evoked a greater 
acid secretion in patients with ulcer. Repeated insulin 
tests in controls and patients with ulcer gave practically 
the same type of curves. In 3 cases of histamine-fast 
achlorhydria there was no rise in the free acidity after 
15 units of insulin intravenously. Five units of insulin 
intravenously caused a similar, but less marked, response. 
Insulin by the subcutaneous route was found to have 
an inconstant effect on gastric secretion. In 7 cases of 


gall-bladder disease of various types the rise in acidity 
after intravenous injection of 15 units of insulin was as 
high as in the cases of duodenal ulcer. 
The authors consider that this study lends support to 
the use of vagotomy in the treatment of peptic ulcer, and 


be | 
ec- 
vas 
on { 
sh, 
he i 
na 
18 F 
no 
re 
he { 
as 
ar 
he 
to 
ng 
or 
le 
m 
rs 
n 
is 
| 
n 
e 
e 
le 
4 
) 
| | 


600 DIGESTIVE 
also indicates the importance of directing therapy towards 
the use of sedatives acting on the vagus nucleus in these 
cases. A systematic study of the effects of a variety of 
such agents on the rise in gastric acidity provoked by 
insulin hypoglycaemia might lead to’ new approaches in 


the therapeutic management of peptic ulcer. 
M. Beaton 


2068. Enterogastrone in the Treatment of Patients with 
Duodenal Ulcer - 

D. J. SANDWEIss, M. H. SUGARMAN, and B. C. Lock- 
woop. Journal of the American Medical Association 
[J. Amer. med. Ass.] 138, 552-557, Oct. 23, 1948. 20 refs. 


In 1946, Ivy and his colleagues reported encouraging 
results in the treatment of 58 patients with proved peptic 
ulcer by injections of an extract of the mucous membrane 
of the small bowel of pigs (enterogastrone). The present 
authors have repeated this work on 42 patients, but the 
results were disappointing, and they suggest that there 
is no indication for further trials of enterogastrone. 
They admit, however, that the commercial preparation 
used by them may not have been so active as that 
employed by Ivy. J. W. McNee 


2069. Therapy of Chronic “ Atrophic Gastritis ’’ with 
Eight Years’ Gastroscopic Control 

L. H. Berry and T. J. Cote. Journal of the American 
Medical Association {[J. Amer. med. Ass.| 138, 485-488, 
Oct. 16,1948. 9 refs. 


An attempt was made to follow by clinical and gastro- 
scopic methods the changes which took place in 60 
patients who had an atrophic condition of the gastric 
mucosa. Only some 50 patients provided sufficient data, 
and the period of study of these varied from 8 years to 
6 months. The patients were all from the poorest 
economic class, many of them unemployed and on relief. 
In 16 of these patients treatment was either withheld 
altogether or was given after a control period of observa- 
tion lasting nor more than one year. Out of 10 patients 
who were given a course of intramuscular injections of 
vitamin B complex lasting up to 3 months, in 7 the 
atrophic changes in the gastric mucosa disappeared and 
in the remainder they improved. Of 18 patients who 
received 3 ml. of liver extract daily for varying periods, in 
12 the changes disappeared and in the remainder 
improved. Dilute hydrochloric acid was also tried but 
was not effective, and a few patients were given nicotinic 
acid with inconclusive results. Of the 4 patients who 
showed no improvement with treatment, 2 were given 
HCI alone, 1 had gross arteriosclerosis, and 1 was also 

_ Suffering from adrenal cortical insufficiency. 

The patients’ symptoms, which consisted of varied and 
somewhat vague manifestations of ill-health, all improved 
with treatment, and the patients remained well if a normal 
diet was eaten. In these circumstances the atrophic 
changes in the mucosa also did not recur. The authors 
conclude that an atrophic condition of the gastric mucosa 
may be a manifestation of dietary deficiency, and, as one 
patient died of carcinoma of the stomach and another 
developed pernicious anaemia some 7 years after the 
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gastroscopic diagnosis of mucosal atrophy, that such 
atrophic changes may precede carcinoma or pernicious 
anaemia by many years. 

[There is no information about gastric acidity in these 
patients, and the conclusion that there is a high incidence 
of “atrophic gastritis’? in the poorer classes is not 
supported by a control study of the better-nourished.] 

John Naish 


2070. Distinctions between Gastric Sarcoma and Carci- 
noma, with Special Reference to the Infiltrating Types of 
Sarcoma 


A. BASSLER and A. G. Peters. Journal of the American 
Medical Association [J. Amer. med. Ass.} 138, 489-494, 
Oct. 16, 1948. 6 figs., 20 refs. 


The clinical, gastroscopic, radiographic, and patho- 
logical findings in 20 cases of sarcoma of the stomach are 
analysed with a view to elucidating the diagnostic dif- 
ferences between this disease and carcinoma of the 


stomach. Sarcoma usually occurs in younger patients, — 


and may exist with only minor symptoms for much longer 
than carcinoma. A past history of peptic ulcer is almost 
never obtained; weakness, weight loss, cachexia, and 
jaundice are all less common with sarcoma. On 
physical examination it is often difficult to feel a mass, 


and, when one is felt, it tends to be doughy or soft in 


consistency. The spleen is sometimes palpable. Al- 
though minor degrees of gastric haemorrhage are 
uncommon with sarcoma, massive haemorrhage is a 
frequent terminal event. In half the cases gastric 
acidity is unaltered. Gastroscopic diagnosis is very 
difficult, and sarcomata are often wrongly diagnosed as 
benign tumours. Radiographic findings are the most 
helpful, since in this condition a well-defined endogastric 
mass may be seen; sarcomata frequently arise on the 
greater curvature and cause a decrease in size of the 
stomach. Pyloric masses cause pyloric obstruction and 
are almost always carcinomatous. Most of the dif- 
ferences between gastric carcinoma and sarcoma are due 
to the fact that the latter tends to infiltrate the gastric 
mucosa from without. Lymphosarcoma is the com- 
monest type encountered. John Naish 


2071. Diverticula of the Stomach; Report of 26 New 
Cases 

S. P. BRALOw and M. A. SPELLBERG. Gastroenterology 
[Gastroenterology] 11, 59-82, July, 1948. 6 figs., biblio- 
graphy. 


The authors describe 26 cases of true and 4 cases of 
false gastric diverticula. The occurrence of symptoms is 
due to complications such as inflammation, ulceration, 
or haemorrhage. There is no characteristic clinical 
picture but the condition should be thought of in the 
differential diagnosis of upper gastro-intestinal com- 
plaints; the most careful radiography may be required 
for their detection, for the x-ray appearances often 
simulate those in “ cascade ’’ stomach. Surgical removal 
of diverticula may be required if symptoms persist 
despite the medical treatment usually given for peptic 
ulcer. Christopher Hardwick 
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2072. Physiological Aspects of Vagotomy 
J. E. THomas and S. A. Komarov. Gastroenterology 
[Gastroenterology] 11, 413-418, Oct., 1948. 22 refs. 


2073. The Treatment of Non-specific Ulcerative Colitis 
by Autogenous Vaccine; Correlated Bacteriological and 
Immunological Studies 

Z. MARATKA and V. WAGNER. Gastroenterology 
[Gastroenterology] 11, 34-49, July, 1948. 42 refs. 


Thirty-five patients suffering from ulcerative colitis 
were subjected to an exhaustive bacteriological survey. 
Cultures were made not only from the stools but also 
from ears, genitalia, and other regions. Skin tests were 
used to discover whether the patients were allergic to 
any of the organisms isolated, and autogenous vaccines 
were then prepared. The therapeutic effect of these 
vaccines was not impressive but the authors recommend 
the method as a valuable supportive measure in mild and 
moderately severe cases of the disease. 

Christopher Hardwick 


2074. Response of Tropical Sprue to Synthetic Pteroyl- 
triglutamic Acid (Teropterin). [In English] 

R. M. Suarez, E. Perez-SANTIAGO, R. RODRIGUEZ- 
MoLinA, M. V. ToRREGROSA, and C. B. GAUTIER. 
Boletin de la. Asociacion Médica de Puerto Rico [Bol. 
Asoc. méd. P. Rico| 40, 235-240, Sept., 1948. 9 refs. 


short-term therapeutic trial of teropterin” 
(pteroyltriglutamic acid) is reported. Five patients 
suffering from sprue and severe macrocytic anaemia were 
given intramuscular injections of 10 mg. of ** teropterin ”’ 
daily. Good reticulocyte responses were obtained, and 
red cell counts continued to rise during pesiods of 
observation of between 12 and 34 days. The patients 
showed symptomatic improvement, and in one case the 
numbers of megaloblasts in sternal marrow films 
decreased after treatment. John Naish 


2075. Technique of Aspiration Biopsy of the Liver with 
Reference to its Use in Diagnosis and Prognosis 

W. E. KinG and J. W. Perry. Medical Journal of 
Australia [Med. J. Aust.] 1, 697-701, June 5, 1948. 
7 figs., 5 refs. 


The authors describe their technique of aspiration 
liver biopsy and discuss its value, as shown by a series 
of 50 selected cases. The procedure was used in a wide 
variety of diseases and in two instances a diagnosis of 
haemochromatosis was made by this means in the 
absence of glycosuria. Christopher Hardwick 


- 2076. Some Aspects of Cholelithiasis and Obstructive 


Jaundice 

I. J. Woop, W. E. Kina, P. J. Parsons, J. W. Perry, M. 
FREEMAN, and L. Limsrick. Medical Journal of 
Australia (Med. J. Aust.] 1, 701-710, June 5, 1948. 8 
figs., 29 refs. 


_The authors investigated 59 cases of disease of the 
biliary tract by clinical, biochemical, and histological 
methods. When gall-stones were present without a 


previous history of jaundice the liver was normal in all 
respects except for inflammatory changes in areas near 
the gall-bladder. When ‘stones or a neoplasm had 


caused jaundice a cholangitis.was always present histo- 


logically though often there was no clinical evidence of its 
existence. Christopher Hardwick 


2077. Chronic Relapsing Pancreatitis: An Analysis of 27 
Cases Associated with Disease of the Biliary Tract 

E. E. M. W. Comfort, and A. H. BAGGEN- 
stoss. Gastroenterology [Gastroenterology] 41, 1-33, 
July, 1948. 5 figs., 1 ref. - 


In an earlier paper these authors described chronic 
relapsing pancreatitis in the absence of disease of the 


biliary tract. In this paper 27 cases are reviewed in which | 


there was such a complication. The clinical picture, 
pathology, and progress of the disease were similar to those 
previously described. Surgical treatment was required 
in all except one case; removal of the diseased gall- 
bladder was considered essential. Some evidence is put 
forward to suggest that the biliary disease is secondary to 
the pancreatitis. Christopher Hardwick 


2078. Acute Cholecystitis. Correlation of Bacteriology 
and Mortality 

L. GoLpMAN, J. A. MorGAN, and J. Kay. Gastro- 
enterology [Gastroenterology] 11, 318-325, Sept., 1948. 
1 fig., 4 refs. 


During a 10-year period in a single clinic 160 acutely 
inflamed gall-bladders which had been opened or re- 
moved at operation, and 91 chronically inflamed gall- 
bladders, were examined bacteriologically. Negative 
cultures were obtained from 43% of the gall-bladders 
of patients with acute or chronic cholecystitis. Haemo- 
lytic staphylococci and Bacterium coli were the common- 
est infecting organisms. From patients with acute 
cholecystitis operated on before the third day of illness 


the percentage of positive cultures was low, but the 


proportion was found to rise from 30% on the first day to 
a maximum of 80% on the sixth day, and to decline from 
the eleventh to the thirty-fifth day. In the clinic from 
which these results were obtained it was not the practice, 
in cases of acute cholecystitis, to operate between the 
fourth and eighth days of illness unless there was clinical 


or pathological evidence of bacterial infection or perfora-— 


tion of the gall-bladder; consequently the mortality was 
greatest in patients operated on at this stage. The 
mortality among patients operated on before the third 
day of illness was low both in those under 50 and in those 
above this age. 

It can be inferred that acute cholecystitis is not 
primarily a disease of bacterial invasion, but that this 
dangerous complication, with its attendant risk of 
abscess formation or gangrene, usually occurs after 2 or 
3 days’ illness. If the patient survives to the eleventh 
day the worst danger of infective complications occurring 
is over, and the risk of cholecystectomy decreases with 
the lapse of time. Tables are included to show the chief 
causes of mortality and the principal complications in 
the cases investigated. > John Naish 


. Endocrine Disorders 


THYROID AND PARATHYROID 


2079. The Physiological Activity of the Optically Active 
Isomers of Thyroxine 

R. P. Rivers and J. LERMAN. Journal of Endocrinology 
[J. Endocrinol.] 5, 223-228, Jan., 1948: 2 figs., 14 refs. 


As there have been conflicting reports in the literature 
on the activity of d-thyroxine, an attempt was made to test 
the activity of /-thyroxine in 2 patients and d-thyroxine 
in 4 patients suffering from myxoedema. The thyroxine 
was given by daily intravenous injection in both cases. 
The method of preparation of d-thyroxine is described. 

Of the 4 patients given d-thyroxine, 2 treated with doses 
containing 0-5 mg. iodine for 8 and 9 days failed to show 
any clinical improvement although in one the basal 
metabolic rate (B.M.R.) rose from —28 to —23. When 
the patients received /-thyroxine in a dose containing 
0-25 mg. iodine daily the B.M.R. rose to +12 in one and 
from —38 to —15 in the other, both responses being 
equal to the standard response with 0-5 mg. of iodine in 
the form of thyroxine polypeptide. In 2 patients given 
d-thyroxine in a dose containing 1 mg. iodine daily 
responses were below standard, the B.M.R. rising from 
—40 to +3 after 30 doses and from —33 to —12 in 24 
days. Serum cholesterol levels fell from 350 and 344 
mg. per 100 ml. to 131 and 255 mg. respectively and there 
was some improvement in clinical symptoms. 

The authors conclude therefore that although d- 
thyroxine shows some physiological activity the ratio of 
activity when compared with /-thyroxine is of the order 
of 1 to8 or1to10. They suggest that the high activity 
of the whole thyroid may be due to the high activity 
of /-thyroxine compared with an equivalent amount of 
DL-amino acid. S. A. Simpson 


2080. The Effect of Sex Steroids on Experimental Goiter 
and Iodine Storage in the Thyroid 

F. X. GASSNER, H. W. BARRETT, and R. G. GusTAVSON. 
Western Journal of Surgery, Obstetrics and Gynecology 
(West. J. Surg. Obstet. Gynec.] 56, 346-359, June, 1948. 
21 figs., 42 refs. 


A short review of the literature on the relation between 
the gonads, thyroid, and pituitary is given. In the 
literature on the effect of sex steroids on thyroid function 
no account is taken of the iodine content of the diet and 
the thyroid gland; the authors therefore investigated 
the effects of oestrone and testosterone propionate on 
thyroid function, using the iodine content of the thyroid 
and the histological picture as indices of thyroid activity. 
The test animals were kept on a goitrogenic diet in an 
attempt to produce a more sensitive test of thyroid inhibi- 
tion and stimulation. 

In the first experiment 2 groups of fifteen 60-day-old 
female rats were kept on a low-iodine diet, whereas the 


. third group received a normal stock diet. The second 
group received daily subcutaneous injections of 40 pg. 
oestrone in 0-2 ml. sesame oil for 12 weeks. The rats 
were killed and adrenals, pituitary, reproductive organs, 
and thyroid gland were removed. No differences were 
found as regards adrenal weight, but pituitary weight in 
the rats receiving oestrone was increased from 5-8 and 
6:3 mg. in groups I and II to 11-4 mg. The uterus and 
ovaries were enlarged, and showed pyometra and 
abscesses, frequently associated with prolonged oestrogen 
administration. Histologically the thyroid was normal 
in the injected group whereas the iodine content was 
reduced. The authors conclude that the oestrogen 
depressed thyroid function. They suggest that there is a 
direct antagonism between the thyrotrophin and oestro- 
gen. The pituitary hypertrophy may have been caused 
partly by this antagonism, as well as by the inhibition of 
the ovaries by the oestrogen. 

In the second experiment 2 of 5 groups of 20 male rats 
were castrated when 100 days old, and 80 days later were 
placed, together with 2 groups of intact rats, on a low- 
iodine diet. The fifth group was kept on a normal stock 
diet. One group of castrated and one group of intact rats 


were given daily subcutaneous injections of 40 yg. - 


testosterone propionate for 12 weeks. At necropsy the 
pituitary weight of the castrated rats was increased 
but there was no difference between weights in rats given 
testosterone and in controls. The increased adrenal 
weight found in the castrated controls was reduced by the 
testosterone from 23-6 mg. to 9-2 mg., the weight found 
in the intact rats. As in the case of oestrone the thyroid 
activity was lowered by the injections. Histologically, 
all the rats on the low-iodine diet had some degree of 
goitre. It is concluded either that, although testosterone 
propionate caused some depression of thyroid activity, 
the mechanism may not be the same as in the case of 
oestrogen since there was no pituitary hypertrophy, or 
it is not as active in equal doses. [The second hypo- 
thesis appears to be the more probable, for, judging 
from doses required to stimulate the gonads, the dose of 
testosterone used was very low.] S. A. Simpson 


2081.. Effects of Vitamin A Deficiency on Thyroid 
Function Studied with Radioactive Iodine 

M. B. Lipsett and R. J. Endocrinology 
[Endocrinology] 41, 494-500, Dec., 1947. 2 figs., 18 
refs. 


The effect of avitaminosis A on thyroid function was 
studied in male and female rats born of parents kept on a 
diet low in vitamin A for 2 months before breeding and 
14 days after birth of the litter; 30 of the rats weaned at 
21 days received a diet deficient in vitamin A and from 
which potassium iodide was omitted, the iodine content 
being 16 to 17 wg. per kg. A second group were fed ona 
similar diet but were given 8 i.u. vitamin A daily by 
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mouth. Eight rats were given an additional 20 mg. 
carotene per kg. diet. Four of 30 rats on the deficient 
diet died; the rest showed xerophthalmia after 25 days. 
The rats on deficient diet and controls when of similar 
weight were injected intraperitoneally with tracer doses of 
50 microcuries I**? in isotonic saline. Groups of 3 to 7 
rats were killed at various time intervals from 4 to 96 
hours after injection. The thyroids were weighed, 


placed in 2 ml. 2N NaOH and hydrolysed in a boiling - 


water bath for 15 hours. After making up to 25 ml., 
determinations of total iodine, thyroxine, and diiodo- 
tyrosine were made on aliquots. Control determinations 
with I*%1 added to diiodotyrosine gave 93+4% recovery. 
A correction was made for values of inorganic iodine, as 
addition of radioactive diiodotyrosine and thyroxine to 
desiccated thyroid showed that 4 to 7% appeared in the 


inorganic iodine fraction during hydrolysis and separa-: 


tion. 

Thyroid ontie was increased in rats deficient in 
vitamin A. No sex difference was apparent. Histo- 
logically the thyroids of the deficient animals showed 
degeneration in some areas, while in others typical 
colloid goitre appeared. Determinations of I?*! showed 
a similar total uptake by the whole gland in all three 
groups but the uptake per mg. of tissue of the deficient 
animals was considerably lower. The conversion of 
inorganic iodine in the groups deficient in vitamin A 
was slower than in the controls. ‘Thyroxine formation 
in the controls was maximal 24 to 36 hours after injection, 


a slow fall occurring after this. In the deficient rats the 


values were consistently lower, the final levels also being 
lower. The authors conclude that there is a lower rate of 
thyroxine formation in animals with vitamin-A deficiency 
although it could not be shown whether this was due 
to reduced conversion of inorganic iodine to diiodo- 
tyrosine or of the latter to thyroxine. Increase in vitamin 
A appeared to raise thyroxine production but the number 
of animals in this group was too.small to allow any 
definite conclusions to be drawn. S. A. Simpson 


2082. Carcinoma of the Parathyroid with Hyperpara- 
thyroidism. [In English] 

B. FrerHem and H. F. LANGE. Acta Endocrinologica 
[Acta endocrinol., Kbh.] 1, 203-216, 1948. 8 figs., 
24 refs. 


The authors report the case of a man aged 40 years with 
hyperparathyroidism caused by a carcinoma of a para- 
thyroid gland which was successfully removed. In the 
literature they found reports of 3 other undoubted cases 
and 11 uncertain ones. A. C. Crooke 
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2083. Effect of the Dietary Protein Concentration upon 
the Secretion of Adrenocorticotrophin 

F. Moya, J. L. Prapo, R. RopRIGUEZ, K. SAVARD, and 
H. Serve. Endocrinology [Endocrinology] 42, 223-229, 
March 1948. 1 fig., 9 refs. 


The experiments described here were undertaken to 
determine whether dietary protein concentration in- 


creased adrenal response to adrenocorticotrophin or 
whether it increased the secretion of the latter by the 
pituitary. Adult male albino rats fed on diets containing 
either 15% or 30% casein were used. 

In the following experiment 2 groups of rats received 


“15% (diet I) and 2 groups 30% (diet II) casein for 3 weeks. 


After a 24-hour fast one group on each of the 2 diets was 
exposed to a temperature of 4+1° C. for 1 hour before 
killing. In a second experiment 2 of 4 groups were 
similarly exposed to a temperature of O0+1°C. Ascorbic 
acid content of the adrenals was determined (Carruthers’s. 
method) by reference to a standard curve prepared from 
known amounts of vitamin C; the percentage decreases 
compared with non-exposed controls were 11:5 and 12-8 
for rats on diet I and 25-6 and 34-1 for those on diet II 
when exposed to 4° and 0° C. respectively. In 2 groups 
of rats given diets I and II the hypophysis was removed; 
24 hours later the right adrenal was removed and 10 pg. 
corticotrophin injected intravenously. The left adrenal 
was removed 1 hour later. Percentage decreases in 
ascorbic acid content were 30 and 23 in rats on diets I and 
II, showing that increased protein had no effect on adrenal 
response to exogenous corticotrophin. 

The effect of longer stimulation of the pituitary was 
measured by estimating adrenal hypertrophy 5, 10, and 
15 days after unilateral adrenalectomy. The left adrenal 
was removed in one group in each case after diets I and 
II had been given for one week; the other group were 
left as intact controls. The increase in weight was 
found to be greater in adrenalectomized rats on the high- 
protein diet. The difference in response of rats on the 
two diets was found to be significant 10 and 15 days after 
operation, whether calculated from actual or relative 
adrenal weight per 100 g. body weight. 

It is concluded, therefore, that a high protein concentra- 
tion increases adrenocorticotrophin secretion, the long- 


term experiments indicating that this is due not only to © 


increased release of hormone already present in the 
pituitary but also to increased production of the hormone 
by the gland. As there was no difference either in 
ascorbic acid content or adrenal weight in control rats on 
diets I and II, it appears that the pituitary is stimulated to 
increased production of corticotrophin only by conditions 
of stress, such as cold or partial cortical insufficiency. 
S. A. Simpson 


2084. The Effect of Starvation on Urinary 17-Keto- 
steroid Excretion 

R. L. LANDAU, K. KNOWLTON, D. ANDERSON, M. B. 
BRANDT, ang A. T. Kenyon. Journal of Clinical Endo- 
crinology [J. clin. Endocrinol.] 8, 133-145, Feb., 1948. 
6 figs., 24 refs. 


As fever and operations have been shown to cause a 
fall in human 17-ketosteroid excretion 12 to 48 hours after 
an initial rise the effect of starvation itself was studied in 
3 normal men (aged 25 to 27) and 1 obese woman (aged. 
30). Avcontrol diet was taken after a 4-day fast in all but 
one case; in the latter it was preceded by a period of 4 
days on a high-carbohydrate diet (200 g. carbohydrate, 
3 g. protein, and 0-6 g. fat daily). Twenty-four hour 
samples of urine were collected during the control periods 
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before and after the fast as well as during the fast itself. 
Creatinine and nitrogen were determined in urine as well 
as the total neutral 17-ketosteroids by the Holtorff and 
Koch procedure and of the ketonic fraction after separa- 
tion with Girard T reagent. In all 4 cases 17-keto- 
steroid excretion was reduced by about 50%, the reduc- 
tion being well marked by the third day. There was a 
gradual rise after return to’normal diet, the value return- 
ing to control levels within a week. A _ high-carbo- 
hydrate diet delayed this process, normal values being 
reached only 9 days after normal diet was resumed. 

No strict correlation between urinary nitrogen and 
17-ketosteroid excretion could be demonstrated. Thus 
when nitrogen excretion was increased in 2 patients on a 
low-protein diet there was no alteration in 17-ketosteroid 
excretion. Androgen excretion in the 3 men, as deter- 
mined by the growth of the capon comb, showed a reduc- 
tion followed by a gradual rise similar to that found for 
17-ketosteroid excretion. The values fell from 95, 
45, 50, and 85 to 45, 20, 30, and 15 i.u. androsterone by 
the third and fourth days. A similar delay in return to 
control values was seen in the patient on a high-carbo- 
hydrate diet. Attempts to confirm reduction in androgen 
production were however unsuccessful. 

The authors conclude that it is unlikely that food 
restriction was responsible for the fall in ketosteroid 
excretion by reducing 17-ketosteroid precursors. They 
suggest that a diminished pituitary stimulation may 
result in lowered androgen production or that, on analogy 
with the interference with hepatic inactivation of oestro- 
gens during starvation, liver damage may result in failure 
to deal with 17-ketosteroid precursors. This may 
explain the reduction found in the case of the woman, in 
whom ovarian contribution to urinary 17-ketosteroids is 
considered to be negligible. Reduced production of 
adrenal 17-ketosteroids may also be responsible, although 
starvation in rats has been shown to cause hypertrophy of 
the adrenal cortex and increased excretion of corti- 
costeroids. Study of these 4 cases, however, has not 
demonstrated which of these causes is responsible. 

S. A. Simpson 


2085. Mechanisms of Desoxycorticosterone Action. I. 
Relation of Fluid Intake to Blood Pressure 

D. M. Green. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. Med.) 33, 853-859, July, 1948. 
4 figs., 14 refs. 


An attempt was made to determine the causes of 
hypertension in patients with Addison’s disease and 
normal subjects after overdosage with desoxycorti- 
costerone acetate (DOCA). The hypertension usually 
developed several weeks or months after DOCA treat- 
ment and could not be explained on the grounds of 
abnormal sodium retention. 

The influence of DOCA on fluid intake was studied in 
20 Sprague-Dawley rats, weighing 65 g. and kept in 
separate cages. Daily intake of 0-86% sodium chloride 
was measured and the rats were weighed weekly, the mean 
fluid intake per animal being calculated by dividing 
average daily intake by the mean weight. After a control 
period of 1 week the rats were paired according to weight 


DISORDERS 


and mean fluid intake; 10 then received a single implant 
of a 20 mg. pellet of DOCA and the rest underwent 
sham operation. During the 7 weeks’ test period there 
was a linear decline in fluid intake in the controls. In 
the group receiving implants there was a rapid rise, 
reaching a maximum of 0-6 ml. per g. per day 10 days 
after implantation compared with a control value of 
0-35 ml. per g. per day. This was followed by a decline, 
which was far more rapid than in the control animals. 
The effect of DOCA on blood pressure was studied in 
a group of 30 rats. A modification of the tail method 
was used and the rats were previously kept for 20 minutes 
at 40°C. In 18 control rats over a period of 3 months 
values did not exceed 135 mm. Hg. In 6 rats after 
implantation of ten 20 mg. pellets of DOCA fluid intake 
reached a far higher level than that found in 6 rats in 
which a single pellet was implanted (at 10 days over 1 ml. 
per g. per day compared with 0-5 to 0-25 ml. per g. per 


day). Blood pressure was also higher in the former, © 


being 200 mm. Hg at the end of 12 weeks compared with 
160 mm. Hg. Blood pressure in both groups did not rise 
significantly above normal until fluid intake had started 
to fall. The authors conclude that hypertension is 
proportional to maximal increase in fluid intake and that 
the rate of development is reciprocally related to the 
subsequent fall. They suggest that hypertension may not 
be due to a direct action of DOCA but to a secondary 
effect of a compensatory mechanism to overcome the 
changes in fluid and electrolyte balance. No sensitiza- 
tion to DOCA was found in 12 adrenalectomized rats in 
which 20 to 200 mg. DOCA was implanted, the response 
being essentially similar to that found in the intact 
animals. . S. A. Simpson 


GENITAL GLANDS 


2086. Ovarian Influence on the Response of the Anterior 


Pituitary to Estrogens 


J. T. Brapsury. Endocrinology [Endocrinology| 41, 


501-513, Dec., 1947. 2 figs., 35 refs. 


In an attempt to re-investigate the effect of oestrogens 
in short-term experiments a single subcutaneous injection 
of various oestrogens was given to a series of intact and 
ovariectomized 25- to 27-day-old rats of Sprague-Dawley 
strain (6 to 16 per group), ovariectomy being performed 
24 to 28 hours before injection with doses varying from 
1-3 to 200 yg. oestrogen in 0-1 to 0-4 ml. sesame oil. 
Necropsy was carried out 48 to 120 hours after injection, 
the ovaries and pituitaries were weighed, the former kept 
for histological examination and the latter crushed into 
films on slides, eluted with N/10 NaOH, and then 
assayed for gonadotrophin content by injection into 
immature female rats. The ovaries were removed and 
weighed 72 to 76 hours later. 

Oestradiol propionate produced an increase in ovarian 
and pituitary weight 96 hours after injection of 2g. A 
similar increase in weight was found with 20 yg. and at 
120 hours with 2 and 10 yg. doses. The loss in pituitary 
potency was equally great at all dose levels used. Similar 
increases in ovarian and pituitary weight were seen 72 
and 96 hours after injection of 1-3 and 2-6 yg. oestradiol 
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benzoate but there was no increase a {48 hours. Neither 
10 nor 20 yg. oestrone produced an increase in ovarian 
or pituitary weight at 76, 96, or 120 hours but there was a 
loss in pituitary potency 96 and 120 hours after injection. 
Twenty pg. stilboestrol gave results similar to those 
found with oestradiol but Westerfeld’s lactone even at 
250 pg. level failed to produce an increase in ovarian 
weight although pituitary weight was increased from 3-6 
to 4:2 mg. In no case was the increase in pituitary 
potency after ovariectomy prevented by injection of 
oestrogen even when 200 yg. oestradiol was used. 

The possibility that oestrogens failed to reduce 
increased pituitary potency in castrated rats because of 
the lack of another ovarian factor was tested by giving a 
dose of 1,000 yg. progesterone together with 1:3 pg. 
oestradiol benzoate. Loss of pituitary’ potency was 
prevented in normal rats but not in castrated rats. 
Testosterone propionate in doses of 50 to 500 yg. caused 
no increase in ovarian weight or loss of pituitary potency 
alone, but when it was injected with 20 yg. oestradiol 
dipropionate ovarian weight did not increase-although 
increase in pituitary weight and loss of potency were 
found. Results similar to those obtained with proges- 
terone followed the injection of 1 mg. testosterone to- 
gether with 100 xg. oestrone. Histological examination of 
the ovaries revealed a marked increase in interstitial tissue, 
suggesting that the increase in weight was mainly due to 
increased production or release of luteinizing hormone. 

The results reported agree with those in other short- 


‘term experiments. The authors conclude that the failure 


to reduce increased pituitary potency after castration may 
be due: (a) to inadequate replacement dosage, although 
this is unlikely; (6) to the presence of another factor (not 
progesterone) in the ovary; (c) to the possibility that 
oestrogen has a direct effect on the ovary, which then 
produces a substance with more effect on the pituitary 
than oestrogen has; or (d) to the fact that the ovary 
itself may influence the rate of utilization and metabolism 
of oestrogen. 

[The value of this paper would have been much 
increased if the standard errors of the various values had 
been given and a statistical comparison of the means had 
been made, particularly as the increases in weight seem 
S. A. Simpson 


2087. Tissue Localization and Excretion Routes of 
Radioactive Dibromestrone 

G. H. Twomsiy, L. McCLintock, and M. ENGELMAN. 
American Journal of Obstetrics and Gynecology {Amer. J. 
Obstet. Gynec.] 56, 260-268, Aug., 1948. 1 fig., 14 refs. 


It is still impossible to follow the fate of injected 
oestrogens in the body by injection of radioactive 
oestrogens; an attempt was made to throw some light 
on the problem by coupling equilin and radioactive 
bromine, although oestrogenic activity was lost in the 
process. A solution of 100 to 200 ml. containing 2 to 
4 mg. Br®? in the form of sodium bromide with an 
activity of 1-5 to 10 microcuries was concentrated to 3 
to 5 ml. and then oxidized by means of 1 g. manganese 
dioxide and 3 ml. concentrated H,SO,. The bromine 
liberated by heating the mixture was carried through by a 


slow stream of nitrogen to a test-tube containing 10 to 
20% excess equilin dissolved in chloroform. This was 
evaporated after washing. The crystals formed were 
found to contain sufficient bromine for 83% of the 
equilin to have been brominated. Dibromoestrone was 
injected intravenously as a fine suspension in water into 
12 rabbits, 1 monkey, and 2 dogs. 

The findings of counts on various organs are illustrated 
by figures reported for 1 rabbit. These show negligible 
amounts of radioactive bromine in the blood, spleen, 
adrenals, ovaries, and uterus 6 hours after intravenous 
injection. Similarly low counts were found, 2 to 37 
hours after injection, in the ovaries and uterus of 1 monkey 
and other rabbits studied. Six hours after injection most 
of the bromine was found in the urine (16%) and gastro- 
intestinal tract (24-7%), but some was still present in the 
kidneys (0-7%), liver (1:2%), and gall-bladder (2-5%). 
The relative amounts found in the urine and gastro- 
intestinal tract varied in different animals, being 14-4°% 
and 25-8% in one rabbit and 34-4% and 12-5% in another 


rabbit. Subcutaneous injection gave similar results - 


although smaller amounts were recovered. 

The route of excretion was followed by counts on the 
small intestine, caecum, large intestine, and kidneys of 
rabbits killed 30 minutes, 2 hours, and 6 hours after 
intravenous injection; 30 minutes after injection the 
counts were high in the kidney and liver, and particularly 
in the small intestine, and very low in the gall-bladder. 
After 2 hours, there was 21:5% in the small intestine, 
48% in the caecum, and 0°8% in the large intestine. 
After 6 hours very little was left in the small intestine 
(1-8%), the highest counts being found in the caecum 
(12%) and large intestine (10-9%). The authors conclude 
that the steroid was excreted into the bowel through the 
bile and then reabsorbed from the intestine and trans- 
ferred to the kidney. This, however, was not the only 
route of excretion, as shown by the presence of radio- 
active bromine in the urine of a rabbit after ligature of 
the bile duct. The rate of excretion of dibromoestrone 
in the bile was measured in 2 dogs by carrying out counts 
on 15-minute samples of bile and urine. These showed 
that 15 minutes after injection all the bromine had left 
the blood and that excretion by the bile reached a peak 
30 minutes to 1 hour after injection. The count on the 
urine was very low in those cases in which the bile was not 
returned to the intestine for reabsorption (bile 69: 8%, 
urine 3-8°%). 

The dibromoestrone appeared to be excreted in the 
form of a water-soluble conjugated phenolic steroid. It 
was insoluble in ether until hydrolysed for 14 hours 
(15 ml. urine with 5 ml. concentrated HCl) when 84% 
could be extracted with ether, the material being 
insoluble in bicarbonate but soluble in N.NaOH. It 
was not possible to determine whether the compound 
excreted in the faeces was in the same form, as watery 
solutions formed very stable emulsions which seemed to 
contain radioactive bromine, but this may have been due 
to adsorption of the steroid on the emulsion particles. 


The authors conclude that the results suggest entero- 


hepatic or portal circulation of the steroid which may 
possibly occur also in the case of other steroids. 


S. A. Simpson 
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Dermatology 


2088. Dermatitis due to Invisible Ink. Report of a Case 
D. BLoom and M. A. WEINER. Journal of Investigative 
Dermatology [J. invest. Derm.] 11, 197-201, Sept., 1948. 
1 fig., 9 refs. 


For purposes of identification patrons at New York 
swimming pools are stamped on the forearm with in- 
visible ink which fluoresces under a filtered ultraviolet 
light called “‘ black light’. A unique case of dermatitis 
due to this practice is reported which started 2 months 
after the initial contact and was localized to the site of the 
stamped letters. It was still present 5 months later. 
Skin tests for allergic hypersensitivity gave negative 
reactions, and the authors postulate a gradual sensitiza- 
tion of the impregnated tissues. The eruption re- 
sembled the sensitization to mercury which may occur 
after tattooing, and the authors consider that it may be 
explained as a “ spontaneous flare-up ’’ phenomenon. 
It was not possible to discover the exact chemical 
composition of the ink used. G. A. Hodgson 


2089. Contact Dermatitis from Topical Tyrothricin and 
Associated with Polyvalent Hypersensitivity to Various 
Antibiotics. Report of a Case : 
L. GoLpMAN, M. D. FELDMAN, and W. A. ALTEMEIER. 
Journal of Investigative Dermatology [J. invest. Derm.] 11, 
243-244, Oct., 1948. 1 ref. 


The authors describe a case of contact dermatitis 
following the use of tyrothricin solution in a patient with 
a chronic ulcer of the lower leg due to stasis. A parti- 
cular feature of the skin tests was the wide range of 
“* eczematoid and tuberculin type sensitivities to various 
antibiotics, including bacitracin”. __ 

G. B. Mitchell-Heggs 


2090. Sensitization to Petrolatum in Ointment Bases 
S. J. Levin and S. S. Moss. Annals of Allergy [Ann. 
Allergy] 6, 579-583 and 593, Sept.—Oct., 1948. 5 refs. 


Six cases of definite sensitivity to petrolatum or related 
substances are reported. In view of the widespread use 
of ointment bases containing petrolatum or related 
substances for the local treatment of the allergic derma- 
toses, the possibility of sensitization to these substances 
is emphasized. The authors stress the value of usage 
tests as opposed to patch tests. G. B. Mitchell-Heggs 


2091. A Study of Atopic Eczema. I. Further Observa- 
tions on Allergy to Human Dander. II. Cutaneous 
Reactions to Eczema Scales 

F. A. Simon. Annals of Allergy [Ann. Allergy] 6, 584- 
593, Sept.—-Oct., 1948. 6 refs. 


I. The hypothesis that human dander is an important 
allergenic excitant of atopic eczema was investigated 


by avoiding this factor, so far as possible, in the treat- 
ment of the disease. Because of its ubiquity, human 
dander was of necessity not completely avoided; a 


controlled study of the reactions to patch, inunction, and © 


scratch tests suggests that its avoidance might be of 
considerable value in those cases in which it is a major 
factor in the pathology, provided it acts through surface 
contact with the skin. It is suggested that human dander 
is the most important known allergenic excitant. 

II. Of other causative factors, the author found that 
the scales from certain cases of atopic eczema possess 
eczematogenous properties, as shown by positive 
reactions to scratch and patch tests in other atopic 
patients, but suggests that this is not a primary agent, as 
negative reactions were obtained in non-eczematous 
persons. G. B. Mitchell-Heggs 


2092. The Bone Marrow as a Diagnostic Aid in Acute 
Disseminated Lupus Erythematosus. Report on the 
Hargraves’ “ L. E.’’ Cell 

J. R. Haserick and R. D. SuNpBERG. Journal of 
Investigative Dermatology [J. invest. Derm.] 11, 209-213, 
Sept., 1948. 1 fig., 6 refs. 


The Hargraves “* L.E.”’ cell in the bone marrow is 
a polymorphonuclear leucocyte which has engulfed a 
round, homogeneous, basophilic mass that stains with 
Feulgen’s stain for thymonucleic acid. It is distinguished 


from “‘ tart ” cells by the more mature nuclear pattern of | 


the engulfed body in the latter. It was present in the 
bone marrow of 4 out of 5 patients with acute dis- 
seminated lupus erythematosus, though in one the 
diagnosis was uncertain, but not in subacute or chronic 
lupus erythematosus, chronic dermatomyositis, or 
other leucopenic conditions. The cells were present in 
largest numbers when the disease was severe and were 
found with difficulty during remissions. It is suggested 
that the finding of these cells may be of value in the 
diagnosis of doubtful cases of acute disseminated lupus 
erythematosus. E. Lipman Cohen 


2093. Treatment of Lupus Erythematosus with Intra- 
venous Nicotinic Acid. KpacHoi BomyaHKH 
BHYTPHBCHHBIM BIMBAHHEM HHKOTHHOBOM KHCIIOTHI) 
N. S. SMetov. Becruux Bexeponorunu u [lepmatonoruu 
[ Vestn. Vener. Derm.) No. 5, 19-21, Sept.—Oct., 1948. 


Intravenous infusions of a 1% solution of nicotinic 
acid in physiological saline were used for the treatment 


of lupus erythematosus in 26 cases. Two patients were — 


children and only 8 males. The lesions were discoid in 
20, seborrhoeic in 4, and disseminated in 2. The 
duration of the condition was from less than 1 year in 
8 cases to over 5 yearsin 12. Infusions were used as the 
sole treatment, either 2 or 3 times a week. The dose 
varied from 5 ml. to 10 ml. (50 to 100 mg. nicotinic acid). 
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Treatment had to be discontinued in 2 children; other 
patients received from 7 to 21 infusions. In 4 cases 
there was clinical cure and in 7 marked improvement. 
Where improvement occurred, it did so after 2 or 3 
infusions. Mucosal lesions (present in 3 cases) were not 
affected. ae S. S. B. Gilder 


2094. Psoriasis and Mycosis Fungoides Occurring in 
the Same Patient, Both Conditions Proved Histologically 
J. C. Murpuy and H. MontGomery. Journal of Investi- 
gative Dermatology [J. invest. Derm.] 11, 245-252, Oct., 
1948. 3 figs., 31 refs. 


A case is described in detail in which a definite histo- 
logical diagnosis of psoriasis was made in the early 
phase of typical mycosis fungoides. The authors 
assume that although the two diseases were present 
concurrently they were unrelated to one another. The 
literature of simultaneous occurrence of psoriasis and 
mycosis fungoides is reviewed. G. B. Mitchell-Heggs 


2095. Hereditary Multiple Benign Cystic Epithelioma 
M. T. FLIEGEMAN and W. T. Kruse. Journal of Investiga- 
tive Dermatology [J. invest. Derm.] 11, 189-196, Sept., 
1948. 8 figs., 9 refs. 


This is a study of 22 members from 4 generations of a 
family affected with multiple benign cystic epithelioma 
(epithelioma adenoides cysticum—Brooke). The disease 
was found in 8 members of the family, and it was reported 
that 2 others also had the condition. Ophthalmological 
examination and investigation of other systems gave 
negative results. Complete blood typing did not reveal 
significant findings, but incidentally an Rh-negative 
mother had 11 Rh-negative children without a single case 
of erythroblastosis occurring. The average age of onset 
in the 7 affected members of one sibship was found to be 
11-5 years (9 to 17 years), and in the fourth generation all 
7 members examined were under 10 years of age and 
revealed no evidence of the disease. There did not 
appear to be any sex limitation, and the criterion of 
dominant inheritance was fulfilled. In this family there 
might be an association of café-au-lait spots with multiple 
benign cystic epithelioma. G. A. Hodgson 


2096. Sunlight and Skin Cancer in Kenya 

F. Piers. British Journal of Dermatology and Syphilis 
(Brit. J. Derm. Syph.] 60, 319-332, Oct., 1948. 3 figs., 
24 refs. 


The present state of knowledge of the influence of 
prolonged exposure to sunlight as a cause of cutaneous 
cancer in man is discussed, ‘‘ The wave-length limits 
are the same for carcinogenic and erythema-producing 
ultraviolet rays”. These are the very short wave- 
lengths between 2950 and 3200 A. The climatic condi- 
tions in Kenya as they affect the quantity of ultraviolet 
radiation, both visible and invisible, are described. The 
zenith angle of the sun, much nearer 90 degrees for a 
much longer part of the day than in temperate climates, 
is of great importance, whilst the height above sea level 
of much of the colony, as a result of which the air is 


freer from dust and moisture, is an important factor. 
“* The cloudiness of the atmosphere is of less importance 
for the intensity of ultraviolet radiation” and “a sky 
partially covered with white cumulus cloud also emits 
more radiation than a clear blue sky ”’ are statements of 
interest which may be at variance with many long-held 
popular ideas. 

The pathology of acute and chronic sunburn is 
reviewed in some detail. Chronic sunburn is considered 
under 3 headings: (1) permanent sun-tan; (2) farmer’s 
skin; sailor’s skin (Unna); (3) chronic solar dermatitis 
(Norman Paul); xerodermia pigmentosa of adults 
(Unna). The variable tendency of these to develop into 
carcinoma is stressed. Statistical tables are given of the 
51 cases in white people seen by the author since 1941, 
showing age and sex incidence, site of lesion, occupation, 
descent, and type of lesions. ‘‘ Among the European 
residents in Kenya cutaneous cancer is second in fre- 
quency only to breast cancer”’. It is noted that farmer’s 
skin and chronic solar dermatitis affected men and 
women in the proportion of about 4to 1. The cutaneous 
cancers were chiefly of the basal-cell type and affected 
the face or exposed areas. Cutaneous cancers in non- 
Europeans chiefly affected the extremities and appeared 
to originate from chronic ulceration, which is relatively 
common. ‘“ The conclusion seems to be justified that 
sunlight is the paramount factor in the causation of 
cutaneous carcinoma in Kenya.” Some apprehension 
is expressed at the growing habit among the younger 
generation of Kenya of exposing themselves to the sun 
** with a truly alarming recklessness ”’. 

J. E. M. Wigley 


2097. Onychomycosis Caused by Aspergillus terreus 

M. Moore and R. S. Weiss. Journal of Investigative 
Dermatology [J. invest. Derm.] 11, 215-223, Sept., 1948. 
4 figs., 13 refs. 


Many species of non-pathogenic fungi have been grown 
as contaminants in cultures of nails. Before being 
regarded as pathogenic the fungus should be seen in the 
nail and should be grown in culture from the nail. At 
least eleven species of Aspergillus have previously been 
found in onychomycosis. This is the first report of 
onychomycosis due to Aspergillus terreus Thom. The 
toe-nails were brittle and hypertrophic. One-third of 
the left big toe-nail.was chalky-white. Scrapings were 
cleared for several hours in 30% potash; examination 
showed numerous fine, branching filaments and masses of 
spores surrounding conidiophores of the Aspergillus 
type. Later scrapings revealed thickened branched 
hyphae without conidiophores. Culture on Sabouraud’s 
glucose-agar produced white filamentous growths on the 
third day; they later became cinnamon-coloured, the 
reverse side being dark yellow with concentric rings of 
growth. The conidiophores varied from 100 to 250 
microns in length and 5 to 8 microns in diameter. They 
were somewhat tortuous and most (but not all) were non- 


septate, and terminated in a vesicle which was about 


15 microns in diameter. On the upper rounded surface 
of the vesicle were two series of closely packed phialides. 


-Cleistothecia and ascocarps were not found. The 
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growth on Sabouraud’s medium contained intertwined 
masses of hyphae. The patient was treated with 1 m 500 
mercury bichloride solution and 5% resorcin in 70% 
alcohol and improved considerably. The exact diagnosis 
could not be made clinically. The lesions resembled 
those of leukonychia trichophytica. 

E. Lipman Cohen 


2098. One Year’s Experience of Treatment of Micro- 
sporon Tinea by Local Application of Penicillin. (Un an 
d’expérience du traitement des teignes microsporiques 
par applications locales de pénicilline) 

M. MoriaMé. Archives Belges de Dermatologie et de 
Syphiligraphie [Arch. belges Derm. Syph.] 4, 143-146, 
Sept., 1948. 


Forty children with Microsporon tinea of the scalp were 
treated with local applications of the following penicillin 
ointment: lanolin, 70 g.; arachis oil, 20 ml.; water, 
10 ml.; penicillin 200,000 units. The method of treat- 
"ment consistéd of complete shaving of the scalp, thorough 
shampooing with soap daily, application of the ointment 
to the affected areas only after the shampoo, the ointment 
being rubbed in until erythema was apparent, and 
covering the scalp with a cap. In resistant cases persist- 
ing hairs on the affected areas were manually removed 
once a week. Hairs were examined microscopically 
once a week and cultures made after several negative 
tests. Staphylococcal folliculitis of the scalp occurred in 
5 cases (in one a cicatrical folliculitis of the Quinquaud 
type developed) treated with an ointment containing 
“* lanette ’’ wax, but no such accidents have been observed 
with the present formula. Two children developed 
seborrhoeic dermatitis of the scalp and one an é¢czema of 
the scalp. Thirty cases (75%) were apparently cured 
after a follow-up period of from 3 to 11 months. Treat- 
ment is considered to have failed if the fungus persists 
after 2 months’ treatment. The failures in this series 
occurred almost entirely in a group considered to be 
inadequately treated by untrained personnel. 

James Marshall 


2099. Use of Diffusion Rates in Evaluating Ointment 
Vehicles for Antibacterial Therapy 

H. E. C. ZHEUTLIN and C. L. Fox. Journal of Investiga- 
tive Dermatology [J. invest. Derm.] AM, 161-165, Sept., 
1948. 13 refs. 


Experiments were designed to measure the amount of 
water-soluble drugs released from various bases into a 
surrounding aqueous medium. Four main types of 
base were tested: grease bases, water-in-oil emulsion, 
oil-in-water emulsions, and water-soluble greaseless 
bases; 5% of sodium sulphadiazine to 95% of base was 
used. Three kinds of experiment were carried out: in 
the first the ointment was in rounded masses; in the 
second, spread thinly to represent topical application; 
and in the third it was placed in cube form into dialysing 
bags; rates of diffusion into a fluid chemically resembling 
extracellular fluid were measured. The release of drugs 
from water-miscible and oil-in-water bases was 50 to 100 


times greater than that from grease bases and oil-in-water — 


emulsions. Water-soluble bases in vitro release water- 


soluble antibacterial drugs into tissue fluids, but 
grease bases do not. 
peutic agents for local use should be incorporated into 
oil-in-water emulsions or in miscible bases. 

G. A. Hodgson 


2100. The Prognosis of Herpetiform Dermatitis in 
Children. [In English] 

P. Sopye. Acta Dermato-Venereologica [Acta derm.- 
venereol., Stockh.] 28, 262-269, 1948. 3 figs. 


In this paper the author, who has previously surveyed 


22 established cases of herpetiform dermatitis in children | 
under the age of 14, reviews the prognosis in this condi- . 


tion. There are two opposing schools of thought 
among those who have studied this subject, one denying 
the occurrence of complete cures, and the other contend- 
ing that some patients are cured but in the remaining 
patients the disorder becomes chronic. The present 
author has followed-up the 22 patients whom he had 
previously studied; 7 of these attended his clinic, 4 were 
visited in their homes, while the remainder completed a 
questionary. In 18 of the cases 15 or more years elapsed 
between the first attack and the follow-up examination. 
Ten patients (5 male and 5 female) were free from 
symptoms, the average duration of their disease having 
been 6 years. About 50% of the patients were cured 
during childhood, while others were adult before they 
lost their symptoms. The prognosis in herpetiform 
dermatitis seems, therefore, to be more favourable in 
children than in adults. In the remaining 55% of the 
patients who were not cured the disease showed a ten- 
—s to be less severe as the patients grew older. 
R. M. B. MacKenna 


2101. Treatment of MHyperhidrosis and Symmetric 
Lividities of the Feet 

J. G. Hopkins, A. B. HiILtecas, R. B. Lepin, G. C. 
ReEBELL, and E. Camp. Archives of Dermatology and 
Syphilology [Arch. Derm. Syph., Chicago] 57, 850-857, 
May, 1948. 2 figs., 9 refs. 


The authors report a number of cases among infantry 
troops of severe inflammation of the feet which could 
not be attributed to fungus or pyogenic infection. 
Hyperhidrosis was considered to be the cause. Four 
main lines of treatment are described. (1) Foot baths 
of 4% potassium alum solution were the most useful 
treatment in cases in which there was much inflammation. 
(2) A 4% solution of formaldehyde painted on the 
affected areas gave prompt relief in cases of symmetrical 
lividity. (3) An ointment containing 10 to 20% tannic 
acid in “ carbowax”’ base was an effective preparation 
for dressing denuded areas. (4) Powders, one of 25% 
exsiccated potassium alum and 75% talc or one of 5% 
paraformaldehyde in talc or “ bentonite ’’, were most 
satisfactory for prolonged treatment. The authors 
point out that symmetrical lividities, ‘‘ which are probably 
the result of hyperhidrosis plus friction’’, must be 
carefully distinguished from fungus infections. 

J. E.M. Wigley 


It is concluded that chemothera- 
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2102. Further Observations on the Medico-Social 
Aspect of Venereal Diseases 
W.V. MACFarRLane. Public Health (Publ. Hith, Lond.) 
62, 4-8, Oct., 1948. 1 fig. 


The Venereal Diseases Department at the Newcastle 
General Hospital is computed to serve a population of 
approximately 1,000,000. New cases of syphilis seen at 
the clinic totalled 798 in 1927, 350 in 1932, 390 in 1937, 
720 in 1942, and 583 in 1947. The number of patients 
suffering from gonorrhoea who attended in the same 
years was 1,070, 859, 932, 874, and 1,033, respectively. 
The author stresses what he calls the ‘* medico-social 
unit’ which, in addition to the chief and two assistant 
almoners and clerical staff working in the clinic, has 
3 full-time and 3 part-time health visitors to undertake 
domiciliary visits. 

Of 2,855 patients interrogated by the unit only 58% 
gave reliable information concerning the contact, but 
1,560 contacts were examined and 70% were found to 
have venereal disease. The meeting places in the case 
of 1,000-contacts interviewed about the source of casual 
infection were public houses (652), the streets (177), 
railway stations (95), dance halls (67), private houses, 
cinemas, cafés, coffee stalls, ships and docks, brothels, 
theatres, hostels, and public parks. In 32% of cases 
intercourse took place in the house of one or other 
partner and in 16% in brothels. 

The case records of 43 promiscuous women showed 
that 52% had previously been convicted in the courts and 
that 73% had intelligent quotients below normal. At the 
time of examination 16 were working in factories, 8 were 
in domestic service, 5 were waitresses, 4 were barmaids, 
2 were shop assistants, and 8 did not work at all. 

‘** Case-holding”’ is achieved by a combination of 
personal letter and home visit; the latter has been found 
to be very successful, the ratio between successful and 
unsuccessful visits being 1:1. It is, however, con- 
sidered that if there is no response after two visits and 
two letters little further can generally be achieved. The 
corrected defaulter rates for male and female patients 
with syphilis and gonorrhoea vary from 6 to 13%. Of 
3,478 women who had defaulted for more than 2 years 
2,032 were brought back to the clinic as a result of these 
measures; of male defaulters no less than 70% returned 
to the clinic after one or two letters only, but 36% were 
regarded as completely irresponsible. The introduction 
of penicillin, with its more rapid apparent cure, has led to 


a marked increase in default; 54% of patients default in» 


the month immediately after treatment. 

[This clinic is one of the very few in Britain which 
publishes its statistics, and these are therefore read with 
considerable interest. It is idle to suggest that the 


continued high rate of new cases is no advertisement for 
the preventive measures of the area, because it can 
always be claimed that this is the result of better case- 
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finding. However, more attention might be paid to 
case-finding than to case-holding, which, in these 
days of penicillin therapy, can no longer be said to be a 
problem of public health proportions even if it is a 
pressing one for a few unfortunate individuals.] 

R. R. Willcox 


SYPHILIS 


2103. Protective Antibodies in the Serum of Syphilitic 
Patients 

T. B. Turner, F. C. C. McLezop, and C. P. 
WINDsOR. American Journal of Hygiene Aner. J. 
Hyg.] 48, 173-181, Sept., 1948. 15 refs. 


Turner has already shown that serum from syphilitic 
rabbits, when combined with virulent Treponema 
pallidum and injected after incubation intradermally into 
normal rabbits, exerts a protective action against the 
development of a syphilitic lesion. The same technique 
has been applied to human sera by mixing with virulent 
T. pallidum and incubating at 36° C. for 6 hours before 
injecting intradermally into normal rabbits and, by 
observing the inoculation site, demonstrating the presence 
or absence of inhibiting antibodies. 

The specimens tested were obtained from 13 patients 
with primary syphilis, 35 with secondary syphilis, 135 
with previously untreated latent syphilis, 31 with treated 
latent syphilis, 29 with tertiary syphilis; 107 came from 
presumably non-syphilitic persons in addition to 95 from 
other controls. Sera from patients with secondary, 
latent, or tertiary syphilis exerted an inhibitory effect on 
the development of syphilis, compared with non- 
syphilitic sera. There was either a complete suppression 
of lesions, a smaller average size of the lesions, or a 
prolongation of the incubation period. Sera from 
patients with primary syphilis occupied a somewhat 
intermediate position but in general more closely 
resembled those taken from non-syphilitic persons. 

It is considered that persons with secondary and tertiary 
syphilis possess humoral antibodies, which may play a 
significant part in acquired immunity. It is not certain 
whether these antibodies are those which produce a 
positive serum reaction for syphilis but it is considered 
that there are indications that they are not identical. 

R. R. Willcox 


2104. Studies on Cardiolipin Antigen. IV. Variations 
in Sensitivity of Different Lots of Purified Lecithin 

R. L. KAHN and E. B. McDermott. Journal of Labora- 
tory and Clinical Medicine [J. Lab. clin. Med.} 33, 1220- 
1223, Oct., 1948. 3 refs. 


It was noted that different lots of ‘inden antigen 
prepared according to the same formula gave inconstant 
results, and the following experiments were carried out to 
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determine whether this was due to the cardiolipin or to 
the lecithin. Two different antigens, ““ Lot P”’ and 
**Lot L”,. were prepared according to the formula 
0-75% lecithin, 0-03°% cardiolipin, and 0-1% cholesterol, to 
which was added 0-2 ml. of a 10% solution of gum mastic 
in alcohol; these were put up with 25 weakly positive 
sera and two readings were made, one at once and one 
after 15 minutes. The total numbers of plus signs with 
Lot P were 121 and 105 respectively and with Lot L 179 
and 161: thus Lot L was obviously the more sensitive. 
In a second series of 10 weakly positive sera 3 different 
lots of cardiolipin and 1 lot of lecithin were employed 
and the numbers were 45 and 42, 43 and 42, and 44 and 
41; from these results it is clear that there was practically 
no variation in the 3 samples of cardiolipin. In a third 
series of 10 sera 1 lot of cardiolipin and 2 lots of lecithin 
were employed; the numbers were 41 and 43, and 69 and 
65, showing that there was a considerable difference 
between the 2 lots of lecithin. In a fourth series of 10 
sera another lot of cardiolipin was employed with 3 
different lots of lecithin and results were 38 and 35, 63 and 
55, and 52 and 46.- Ina fifth series of 10 sera 2 different 
lots of cardiolipin were used with 2 different lots of lecithin 
in the proportions of 1-0% lecithin, 0-1% cardiolipin, 
and 0-025% cholesterol, no mastic being added. With 
a single reading one combination gave 37 plus signs and 
the other 56. From the above it is clear that different 
samples of lecithin may account for a 40% difference in 
results; increase of the proportion of lecithin increases 
sensitivity and decrease the reverse. Antigens prepared 
from different lots of lecithin should therefore be 
standardized serologically before being taken into routine 
use. T. E. Osmond 


2105. Studies on Cardiolipin Antigen. V. Standardiza- 
tion of Antigen for the Kahn Test 

E. B. McDermott and R. L. KAHN. Journal of Labora- 
tory and Clinical Medicine {J. . clin. Med.) 33, 1224- 
1231, Oct., 1948. 1 fig., 5 refs. 


Most of the steps in titration and standardization of 
Kahn antigen are also applicable to cardiolipin antigen; 
these consist of: (1) titration with saline to determine 
the titre; (2) comparative tests with syphilitic and non- 
syphilitic sera in parallel with a standard antigen to 
determine sensitivity and specificity; and (3) adjustment 
of the antigen if it is over-sensitive or under-sensitive. 
As a general rule lecithin 1%, cardiolipin 0-1%, and 
cholesterol 0-025% produce a usable antigen. The 
titre of this is usually 1 of antigen +0-9 of 0-9% saline, 
and mixtures of 1 +0-8 and 1+1 cannot be used, whereas, 
with a Kahn antigen of a titre of 1+1-3, proportions of 
1+1-2 and 1+1-4 give very similar results; thus cardio- 
lipin has a narrow titration range and Kahn antigen a 
relatively wide one. For a cardiolipin antigen with a 
ratio of 10 parts of lecithin to 1 part of cardiolipin 
appropriate concentration of reagents is needed; neither 
ratios of 0-5% to 0-05% nor of 2% to 0-2% are satisfac- 
tory, nor does a 20 to | ratio produce a workable titre 
with any of the above 3 concentrations. As regards 
cholesterol, 0-025% is the optimum concentration; 
0-05% may occasionally be satisfactory but 1% never is. 


~ 


DISEASES 


Further tests showed that though certain (not approved) 
lots of lecithin gave satisfactory titration results they 
caused antigens to be under-sensitive. In order to bring 
certain cardiolipin antigens to a satisfactory degree of 
sensitivity different lecithin-cardiolipin ratios may be 
employed such as 9 to 1, 9-5 to 1, 10-5 to 1, and 11 to 1, 
or even smaller gradations than these, such as 10-7 to 1; 
it seems possible also that under-sensitivity of cardiolipin 
antigens may be corrected by a slight reduction in the 
amount of salt solution in making the suspension. 
T. E. Osmond 


See also Abstracts of World Medicine, 1948, 4, 526. - 


2106. Jarisch-Herxheimer Reaction in Early Syphilis 
Treated with Crystalline Penicillin G 

T. W. Farmer. Journal of the American Medical 
Association [J. Amer. med. Ass.| 138, 480-485, Oct. 16, 
1948. 3 figs., 24 refs. - 


Herxheimer reactions have been recorded after intra- 
muscular, intravenous, and oral administration of 
penicillin, in aqueous solutions and in suspensions in 
peanut oil and wax, in early syphilis. The most per- 
sistent, most highly diagnostic, and most accurately 
measured manifestation is an elevation of temperature. 
With commercial penicillin, these febrile reactions occur 
in 30 to 70% of adults with early syphilis. The author 
has collected data from 20 clinics in the United States on 
939 patients with early syphilis who were given 2,400,000 
units of crystalline penicillin G. Of this group, 384 
(41%) had pyrexia, but no significant racial or sex 
differences as regards its incidence or severity were 
observed; pyrexia developed with equal frequency and 
severity in serum-negative primary, serum-positive 
primary, and secondary syphilis. Temperatures were 
recorded rectally every 4 hours and a temperature above 
100° F. (37-8° C.) was considered to represent a febrile 
reaction. 

In a group of 121 patients, the temperature was 
recorded every 2 hours to determine its relation to 
dosage. Within a wide range (10 to 120,000 units per 
kilo body weight) the incidence remained relatively 
constant (40 to 50%) and the temporal pattern uniform 
and independent of the dosage. Febrile reactions were 
absent with very small doses (1 to 5 units per kilo body 
weight) but they occurred with single doses of penicillin 
(10 to 80 units per kilo body weight) containing as little 
as one-tenth of the amount required to render syphilitic 
lesions negative on dark-field examination. 

On the hitherto generally accepted hypothesis that the 
reaction is due solely to the sudden destruction of large 
numbers of spirochaetes with the liberation of split 
proteins or endotoxins, small initial doses of 1,000 units 
are usually recommended to prevent this. This paper, 
however, shows that the reaction may be caused by as’ 
little as 500 units (10 units per kilo body weight), that 
with the repetition of such small doses repeated Herx- 
heimer reactions may be obtained, and that the reaction 
is not directly dependent on the number of spirochaetes 
in the body. T. Anwyl- Davies 
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2107. Neurosyphilis. A Comparison of Treatment 
Plans Using Penicillin and a Combination of Penicillin 
and Malaria 

A. C. Curtis and S. F. Horne. -Journal of the Michigan 
State Medical Society [J. Mich. med. Soc.) 47, 1111-1115, 
and 1132, Oct., 1948. 4 figs., 9 refs. ; 


The authors observed 223 neurosyphilitic patients for 


a minimum of one year after treatment: 108 of them , 


were given penicillin alone and 115 combined penicillin 
and malaria therapy. In 104 of the 223 patients observa- 
tion was continued for 2 years or more. The penicillin 
regimen consisted of 100 3-hourly injections of 40,000 
units each (4 mega units), while 50 or more hours of 
fever at a rectal temperature of 103-5° F. (39-8° C.) or 
over constituted the malaria course. At the end of one 
year 79% of the group treated by penicillin alone showed 
clinical improvement, and in 82% better results were 
obtained on examination of the cerebrospinal fluid 
(C.S.F.). For the penicillin with malaria group the 
figures were 69 and 89% respectively. At the end of 2 
years 86% of the group given penicillin alone showed 
clinical and 85% C.S.F. improvement, while the com- 
parable figures for the penicillin and malaria series were 
66 and 98%. At the end of one year 21-5% of those 
receiving penicillin alone and 12:3% of those given the 
combined treatment had completely negative C.S.F., but 
at the end of 2 years the figures had risen to 37-2 and 
14:5%. With few exceptions, clinical improvement was 
accompanied by improvement in the condition of the 
C.S.F. 


It is concluded that patients with asymptomatic | 


neurosyphilis, meningovascular syphilis, and  tabes 
dorsalis respond as well to penicillin alone as to penicillin 
with malaria. In this series those with paresis and tabo- 
paresis responded clinically as well to penicillin alone as 
to the combined treatment, but at 2 years there was a 
slight superiority in the C.S.F. response in those treated 
by the latter method. It is considered that further 
observation is necessary before a final conclusion can be 
drawn, and that the long-term result may well be that 
penicillin alone is just as good: it is certainly less 
hazardous. R. R. Willcox 


See also Section Cardiovascular Disorders, Abstract 
1997, 
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2108. Prevention of Gonorrhea with Penicillin Tablets. 
Preliminary Report 

H. Eacie, A. V. Gupe, G. E. BECKMANN, G. MAST, 
J. J. Sapero, and J. B. SwHinpiLe-Decker. Public 
Health Reports (Publ. Hlth Rep., Wash.] 63, 1411-1415, 
Oct. 29, 1948. 1 fig., 3 refs. 


To test the efficacy of penicillin tablets given by mouth 
in preventing gonorrhoea 350 naval! personnel were 
divided into two equal groups. In one group each man 
received a buffered tablet of 100,000 units of crystalline 
penicillin G, which was later increased to 250,000 units, 
on return to his ship after each shore leave; the men in 
the second (control) group received similar tablets, but 


containing no penicillin. The average shore leave was 
6 to 8 hours. In 24 weeks there were 43 cases of gonor- 
rhoea in the control group, making 11-9 infections per 
1,000 leaves. In the group given 100,000 units of oral 
penicillin there were 5 cases of gonorrhoea in 16 weeks, 
equivalent to 1-8 infections per 1,000 leaves. Over the 
last 8 weeks, when 250,000 units were given, only one 
further case of gonorrhoea occurred, but this patient 
denied having taken the tablet. Later the 250,000-unit 
tablets were made available to the entire station on a 
voluntary basis. Over 8 weeks, covering a total of 
1,943 leaves, this prophylaxis, was requested on 670 
occasions; one questionable failure occurred. Follow- 
ing the remaining 1,273 leaves without this prophylaxis 
6 cases of gonorrhoea developed. 

It is considered that the oral penicillin in this experi- 
ment was highly effective in the prevention of gonor- 
rhoea. The average frequency with which penicillin 
was taken during the first 16 weeks was 1-1 tablets 
weekly, and there has been to date no evidence of 
penicillin sensitization, no development of penicillin-fast 
strains of gonococci, and no instances of suppressed 
syphilitic infection. The maximum length of time after 
exposure for which a single 250,000-unit tablet is still 
effective remains to be determined. G. W. Csonka 


2109. Streptomycin in the Therapy of Granuloma 
Inguinale. Report of 100 Cases 

C. H. CHen, R. B. GREENBLATT, and R. B. Dienst. 
Journal of the Medical Association of Georgia {J. med. 
Ass. Ga] 37, 373-375, Oct., 1948. 1 fig., 3 refs. 


The authors have now treated 100 cases of granuloma 
inguinale with streptomycin. Ages of patients ranged 
from 18 to 70 (average 33 years); 65 were males and 
35 females and all were coloured. Thirty-three had 
received no previous treatment but 67 had had anti- 
monials at intervals over periods of up to 10 years; 
32 (group 1) were given from 0-3 to 2 g. of streptomycin 
daily in divided doses for 6 to 62 days (average 22); but 
61 (group 2) had a uniform dose of 4 g. daily for 5 days 
while 7 patients (group 3) with extensive lesions had 
4 g. daily for 6 to 10 days. 

In the first group 1 case failed to respond to 1 g. 
daily for 28 days and another to 2 g. daily for 30 days, 
both becoming streptomycin-resistant. When 4 g. was 
given daily there were no failures, the Donovan bodies 
usually disappearing from the smears at least by the fifth 
day and complete healing being noted within 1 or 2 
weeks. No serious toxic reactions were encountered. 
One-third of the patients have been followed up for more 
than 1 year and 80% for from 2 to 18 months. So far 
there have been 6 relapses in the first group, 4 in the 
second, and none of the third. One patient who failed 
to return died at home presumably of a recurrence. In 
7 relapses re-treatment with streptomycin gave satis- 
factory results. 

_ For cases of average severity it is considered that the 
optimum dose of streptomycin is 4.g. daily in divided 
doses for 5 days. When extensive lesions exist, or a 
slow response is noted, it is thought that a 10-day course 
is probably to be preferred. R. R. Willcox 
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Genito-Urinary Disorders 


2110. The Value of Methods of Quantitative Estimation 
of Glomerular Filtration in Diseases of the Kidney. Pre- 
liminary Communication. (A glomerulus filtracio mérési 
modszereinek értékelése vesebetegeken) 

M. Féxp1, P. I. KomAromy, and G. Szaso. 
Orvosi Hetilap [Orv. Hetil.] 89, 461-462, Oct. 17, 1948. 


Glomerular clearance tests with inulin, thiosulphate, or 
endogenous creatinine show actual glomerular clear- 
ance only if the material used is ultrafiltrable and if the 
tubules do not secrete or reabsorb it. In the normal 
kidney these conditions are fulfilled but it is doubtful 
whether the same conditions apply to the damaged 
kidney, the tubules of which may reabsorb the material 
used for the clearance test. It seems very probable that 
reabsorption does occur with lesions of tubular epithe- 
lium and may make clearance materials unsuitable for the 
determination of glomerular filtration. . 

The authors at the University Medical Clinic, Budapest, 
determined the clearance of several substances used 
simultaneously, with the idea that rediffusion would 
first involve compounds with smaller molecules and that 
their clearance would therefore be less than that of 
compounds with bigger molecules. In each of 20 cases 
of renal disease they determined the endogenous creatin- 
ine and inulin clearance, in 14 cases together with thio- 
sulphate clearance and in 6 cases together with mannitol 
clearance. Endogenous creatinine and inulin clearances 
were usually identical and so was that of mannitol, apart 
from cases of nephrosis._ They recommend the use of 
two compounds, of which one should be inulin, in all 
clearance tests. When the determination of glomerular 
filtration alone is of lesser importance but some informa- 
tion about the still functioning kidney filter is desired 
one compound is sufficient; this-may be inulin or 
endogenous creatinine. The only exceptions to this 
rule are in nephrosis in which, because of the lesions of 
the tubular epithelium, passive rediffusion has to be 
considered. E. Forrai 


2111. The Control of Water Excretion by the Normal and 
Pathological Kidney 

J. E. Craik. Glasgow Medical Journal [Glasg. med. J.} 
29, 293-308, Sept., 1948. 10 figs., 33 refs. 


On the basis of the anatomical investigations of* 


Trueta, Barclay, Daniel, Franklin, and Prichard (Studies 
of the Renal Circulation, Oxford, 1947) the author 
suggests that variations in water excretion in different 
forms of Bright’s disease can be explained. The cortical 
or superficial nephrons have narrow efferent arterioles 
with high peripheral resistance, whereas the juxta- 
medullary or deep nephrons have wide efferent vessels. 
Thus, in ,the absence of vasomotor tone the circulation 
will divert itself through the latter nephrons. 

The most important site of water absorption is con- 


sidered to be the loop of Henle. This forms one-fifteenth 
of the tubule of the superficial nephron and one-half 
of the tubule of the deep nephron, so it is argued that 
diversion of blood through the deep nephrons leads to 
scanty concentrated urine, and through the superficial 
ones to abundant dilute urine. The early oliguria of 
acute nephritis is thought to be due to inflammatory 
dilatation of the capillary bed, leading to shunt of the 
circulation through the deep nephrons with the secretion 
of urine of high specific gravity. In later stages epithelial 
prolifetation causes thé circulation though the glomerulus 
to be impeded. To maintain glomerular filtration, flow 
takes place through all nephrons with resultant urine of 
intermediate concentration. In subacute’ nephritis 
(nephrotic syndrome) the fixed patency of the glomerular 
capillaries leads to deviation of the circulation to the deep 
nephrons, with oliguria and urine of a high specific 
gravity. The oliguria is increased by the fall in plasma 
osmotic pressure due to oedema. Variations in the 
reaction of these patients to intravenous injection of 
protein are discussed. In chronic nephritis progressive 
sclerosis narrows the glomerular bed of the deep nephrons 
and the renal circulation passes through both systems of 
nephrons, giving rise to polyuria and a urine of inter- 


‘mediate specific gravity. The author discusses histo- 


logical technique in the examination of necropsy material 
in Bright’s disease. J. Maclean Smith 


2112. Clinical and Pathological Study of the Senile 
Kidney. (Studio clinico e anatomo-istologico del rene 
senile) 

G. Rosst and E. Scorari. Archivio per le Scienze 
Mediche [Arch. Sci. med.] 85, 281-312, June, 1948. 
13 figs., 5 refs. 


The junior author had previously noted progressive 
hyposthenuria in patients over 45, attributable to 
multiple causes difficult to relate directly to senility, or to 
distinguish from the late effects of toxic and inflammatory 
reactions in the kidney. The present work is an attempt 
to relate small deviations of function to pathological 
changes in the kidneys of 20 patients over the age of 60 
who died of intercurrent illness, exclusive of cardio-renal 
disease. The urine was free from albumin, significant 
casts, and red cells; maximum specific gravity was about 
1026. Blood pressure readings did not exceed the usual 
upper limits of normal. The kidneys had shrunk 
uniformly, their surfaces being finely granular and their 
average weight 227 g. in the male (12) and 196 g. in the 
female (8). Histologically, cases were divisible into 
two groups: group I (9), with atrophic glomeruli scat- 
tered among normal ones, minimal tubular changes, and 
mild intimal vascular hyperplasia; and group II (11), 
with atrophic glomeruli marginally distributed, lipid 
tubular degeneration with some dilatation, interstitial 
fibrosis and subcapsular thickening, and medial and 
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intimal sclerosis of small and medium vessels, the 
vascular and nephron changes being of similar intensity. 
The appearance in group II tallies with the marginal 
sclerosis described by Montaldi as typical of senility. 
The authors relate the marginal atrophy to sluggish 
development and less efficient vascularization of peri- 
pheral glomeruli in’the embryonic kidney. 
John Hambling 


2113. The Pathogenesis of Glomerulonephritis: A 
Re-investigation of the Auto-immunisation Hypothesis 
J. H. Humpurey. Journal of Pathology and Bacteriology 
[J. Path. Bact.] 60, 211-218, April, 1948. 17 refs. 


An attempt has been made to repeat the observation of 
Cavelti and Cavelti that intraperitoneal injection into 
rats of streptococci plus rat kidney suspensions is fol- 
lowed by the development of antibodies to rat kidney and 
of glomerulo-nephritis in the rats. Using black and 
white hooded rats these results have not been confirmed. 
—[Author’s summary.] 


2114: Observations on the Metabolism of Potassium 
from a Study of the Renal Clearance 


H. E. C. Witson. Archives of Disease in Childhood 


[Arch. Dis. Childh.] 23, 176-182, Sept., 1948. 3 a. 
10 refs. 


The object of this study was to investigate the relation 
between the rate of excretion of potassium and (1) its 
level in plasma and (2) its retention, if any, by the tissues. 
The children selected were between 7 and 12 years of age, 
and were not suffering from any apparent acute infection 
or disease. Potassium clearance was estimated in 50 
cases, in 12 after administration of 30 gr. (2 g.) of 
potassium citrate and in 38 in which no drug was given. 
The results in both groups showed that the potassium 
clearance tended to vary inversely with the level of the 
drug in the plasma, and that potassium could not be 
regarded as a true threshold substance. It is suggested 
that potassium administered orally is taken up by the 
cells of the body, including the liver, and that this 
cellular saturation is the main factor controlling excretion. 
The results of the investigation also indicated that 
potassium enters the cells more readily in the form of 
the phosphate or citrate than in the form of the chloride, 
a fact which should have a practical bearing upon the 
treatment of extracellular and intracellular dehydration— 
for example, in diarrhoea. Norman B. Capon 


2115. The Treatment of Renal Insufficiency in the 


Surgical Patient 

F. A. Cotter, K. N. CAMPBELL, and V. Ios. Annals of 

ag [Ann. Surg.] 128, 379-390, Sept., 1948. 7 figs., 
refs. 


A plan of treatment for acute renal insufficiency of the 
lower nephron type is described. It is based on the 
conception that this disorder runs a three-phase course: 
(1) the period of shock, haemolysis, injury, burns— 
the causative factor; (2) the period of renal insufficiency, 
lasting up to 2 weeks; (3) the period of recovery 


diuresis, lasting for 5 to 7 days. During the first period 
the treatment includes intravenous transfusions of blood, 
saline, or other fluid, oxygen inhalation, or any other 
measures considered suitable in a particular case; during 


the second—the critical—period, treatment consists in | 


replacing only fluid actually lost (the calculated insensible 


loss from perspiration and respiration—about 1,000 to | 


1,800 ml. in 24 hours in an afebrile patient) by water 
orally or 5% glucose in distilled water intravenously. 
The non-protein nitrogen and carbon-dioxide combining 
power are estimated at regular intervals throughout this 
period, and in the case of imminent acidosis sodium 
bicarbonate orally, or sodium lactate 0-16 mol intra- 
venously, is given, with the unavoidable risk of intro- 
ducing sodium into the system in the presence of renal 
insufficiency. Any tetany is combated by 10 ml. of 10% 
calcium gluconate intravenously. The diet is optional; 
no untoward effect from high-protein intake or restriction 
of proteins was seen, but salt intake should be reduced to 
the lowest possible minimum (about 0-5 g. daily). If 
oedema occurs, rigid restrictions of salt and water intake 
are imposed. During the third period the losses of 
water and electrolytes in the increasing amounts of urine 
excreted have to be replaced, as otherwise the patient’s life 
may be endangered by dehydration or demineralization. 
This regimen was successfully applied to surgical patients. 
In the opinion of the authors, the more elaborate thera- 
peutical measures, such as haemodialysis and’ intestinal 
or peritoneal lavage, should be employed only if the 
methods described above fail to be followed by diuresis 
within the usual time of recovery of the tubular epithe- 
lium. A fourth stage during which the kidney com- 
pletely recovers its former function may last a month or 
more and requires no special attention. 

L. H. Worth - 


2116. Further Experiences with Peritoneal Irrigation for 
Acute Renal Failure, including a Description of Modifica- 
tions in Method 

H. A. Frank, A. M. SELIGMAN, and J. Fine. Annals of 
Surgery [Ann. Surg.) 128, 561-608, Sept., 1948. 15 
figs., 50 refs. 


The authors have previously described their experiences 
in the treatment of acute renal failure by peritoneal 
irrigation. They now report a further 14 cases treated 
by this method, in which modifications indicated by 
past experience have been introduced. It is stated that 
peritoneal irrigation does not heal a renal lesion, but that 
azotaemia can be reduced and electrolyte and fluid 
balance improved for a period long enough to permit 
renal recovery where the lesion is reversible. The 
danger of peritonitis still exists: large prophylactic doses 
of parenteral penicillin will not prevent Bacterium coli 
infection, nor will streptomycin cure it; 2 out of every 3 
patients become infected. The irrigation is set to flow 
at about 35 ml. a minute, this amount being reduced to 
25 ml. later on. There is not much to choose between 
continuous and intermittent irrigation, but what matters 
is the amount of fluid passing through the peritoneal 
cavity. Urea can be removed at the rate of 25 to 50 g. 
in 24 houre—more than the daily urea production in the 


starving adult. A rate of flow of 7 to 10 ml. a minute is 
just enough to prevent an increase in the non-protein 
nitrogen content, and 20 ml. per minute will in 48 hours 
reduce the non-protein nitrogen by half. The loss of 
protein, even in the absence of peritonitis, may amount to 
70 g. in 24 hours. 

Where oral feeding is impossible the total caloric 
intake has to be restricted severely. Not more than 
about 100 g. of glucose is absorbed through the peritoneal 
mucosa in 24 hours; and usually not more than 150 g. 
can be given intravenously as 15% solution in 1,000 ml. 
of water to replace—in the absence of vomiting, 
diarrhoea, and visible sweating—the daily loss of water 
through respiration and insensible perspiration. 

The irrigating fluid now used by the authors contains 
per litre: NaCl 7-4 g. (because some patients develop 
hyperchloraemia); CaCl, 0-2 g. (doubled on account of 
the low calcium and the high phosphate levels in uraemia; 
for the same reason phosphate has been omitted); KCl 
0-2 g.; NaHCO, 1 g.; dextrose 10 g.; gelatin 10 g.; 
MgCl,.6H,O 0:22 g.._ The effectiveness of the irrigation 
depends on the fluid’s retaining its hypertonicity. The 
sump drain is inserted in the following manner: . 


Under spinal analgesia a short transverse incision down to 
the deep fascia is made beneath the costal margin, and 
the peritoneal cavity is opened through a short incision 
opposite the anterior superior spine. A subcutaneous 
tunnel is made to connect the two incisions. The 3-inch-long 
(7-5 cm.) metal end of the flexible sump drain is inserted 
through the upper incjsion and passed along the subcutaneous 
tunnel to the lower incision, through which it enters the 
a cavity and is placed under direct vision in the 

ttom of the cavity. 


Of the 14 patients treated by peritoneal irrigation 3 
survived (cases of surgical shock, incompatible blood 
transfusion, and eclampsia, respectively); the 11 who 
died had been treated by this method as a last desperate 
measure and to gain experience. [See also Abstract 
2115.] L. H. Worth 


2117. Intestinal Lavage in Treatment of Uraemia. (Il 
lavaggio intestinale nel trattamento degli stati uremici) 
A. Fiescui and M. BALDINI. Minerva Medica [Minerva 
med., Torino] 2, 376-377, Oct. 13, 1948. 


The authors report the results of intestinal lavage. 


through a Miller—Abbott tube with a solution containing, 
per litre, 6 g. NaCl, 2 g. NaHCOg, 0-4 g. KCI, 15 to 20g. 
glucose. Three uraemic patients were treated, and the 
non-protein nitrogen levels in blood were reduced by 
about 25 mg. per 100 ml. L. H. Worth 


2118. Possible Role of Free Phenols in Renal Uremia 

J. C. HARTNETT. Proceedings of the Society for Experi- 
mental Biology and Medicine [Proc. Séc. exp. Biol., 
N.Y.] 69, 177-179, Oct., 1948. 15 refs. 


In this paper the author investigates the problem of 
phenol retention in the blood in cases of nephritis and the 
importance of this factor in the development and 
intensification of the uraemic syndrome. He analyses 
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the free and conjugated blood phenols of 14 patients 
previously regarded as having or developing nephritis, 
and compares these with 14 samples of normal human 
blood. With one exception the clinical cases showed a 
free phenol value within the normal range. At no time 
was enough free phenol present in the blood to produce 
symptoms of phenol poisoning. The combined, and 
hence the total, blood phenol values were higher than 
normal, but only slightly so. The author does not 
consider the free or conjugated phenols to be an impor- 
tant factor in producing or intensifying the uraemic 
syndrome. R. P. Foggie 


2119. Method for Separate Study of Functions of 
Glomeruli and Renal Tubules. (Sur une méthode d’ex- 
ploration séparée des fonctions des glomérules et des 
tubes du rein) 

J. HAMBURGER, A. RYCKEWAERT, M. DUIZEND, and N. 
ARGANT. Presse Médicale [Pr. méd.] 56, 721-722, 
Oct. 16, 1948. 9 refs. 


The authors working at the H6pital Broussais, Paris, 
describe renal function tests intended for clinical use. 


At the beginning of the experimental period 300 ml. of © 


water are drunk and blood is taken for blank-values. 
The subject then receives 50 ml. of a 20% solution of 
mannitol in water intravenously and 6 g. of para-amino- 
hippuric acid (PAH) with another 300 ml. of water. At 
30 minutes the bladder is emptied ‘‘ completely ’’ and the 


urine discarded. Again, 300 ml. of water is given. At. 


40 minutes a blood sample is taken and at 50 minutes 
the bladder is emptied again, the sample representing the 
urine secreted during the first clearance period of 20 
minutes. Data for a second period are similarly 


obtained. The formula 


values are calculated in the usual manner. For mannitol 
the authors accept 120 to 130 ml. +30% as the normal 
value; 500 to 600 ml. +30% for PAH. The value for 
the clearance of mannitol gives a measure of glomerular 
function; that for PAH one of tubular function. The 


. mannitol clearance . 
normal value for the ratio Sith cuaseene is 0:25. 


The authors think that plasma mannitol and PAH 
values obtained at the midpoint of the experimental 
period are representative of the mean during that 
period [no definite proof is offered]. It is conceded that 
all these values will be invalid if the renal blood flow is 
disturbed. 

Data are published to show that, with the authors’ 
methods, in glomerulonephritis the mannitol clearance 
falls earlier than the urea clearance, while PAH clearance 
is less’ depressed than mannitol clearance, so that 
mannitol clearance 

PAH clearance 
cases studied. In some cases of essential hypertension 
[no clinical data are given] a fall in PAH clearance 
occurred and a fall in mannitol clearance only much later. 
[Insufficient data are presented for a critical estimate of 
the value of these tests.] G. Loewi 


UxV 
P is used and clearance 


was abnormally low in 6 out of 8 
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2120. Intermittent Hydrarthrosis. (Nawracajaca puch- 
lina stau 6w kolanowych) 

E. Ruzyxxo. Polski Tygodnik Lekarski [Polsk. Tyg. lek.) 
3, 1110-1115, Sept., 13-20, 1948. 33 refs. 


A case of this uncommon condition is reported and the 
relation of intermittent hydrarthrosis to rheumatic 
arthritis discussed. In the reported case the periodic 
recurrence of joint effusions affected one knee and then 
the other and later affected also the ankle-joints at 
regular intervals of 6 days. The effusions were at first 
painless; after 2 years the swelling was accompanied by 
tenderness, a rise in temperature, and an increase in 
erythrocyte sedimentation rate. Accepting allergic 
sensitivity as the cause of intermittent hydrarthrosis, the 
author concludes that there is only a quantitative 
difference between this syndrome and rheumatic disease 
of joints. J. T. Leyberg 


2121. Primary Splenic Neutropenia with Arthritis 
(So-called Felty’s Syndrome). Its Treatment by Splenec- 
tomy 

S. SMitH and E.S. McCase. Annals of Internal Medicine 
[Ann. intern. Med.] 29, 445-455, Sept., 1948. 22 refs. 


In the few cases of chronic arthritis associated with 
splenomegaly and leucopenia which have been reported 
in Britain the bone marrow has been found to be hyper- 
plastic, but in one of the 2 cases reported ‘in the present 
paper there was hypoplastic bone marrow. Splenectomy 
appeared to restore the blood condition to normal and 
also undoubtedly improved the patient’s self-confidence 
and resistance to infection, but the authors [rather 
wisely] do not stress the value of this operation as regards 
arthritis. [Similar observations were made by Steinberg 
(Ann. intern. Med., 1942, 17, 26). ** Chronic Arthritis in 
the Adult, Associated with Splenomegaly and Leuco- 
penia”’ is the title of a short article by Felty in the 
Bulletin, Johns Hopkins Hospital, 1924, 35, 16. The 
condition was briefly reviewed in the British Medical 
Journal, 1940, 2, 636.] G. F. Walker 


2122. Failure of Antireticular Cytotoxic Serum in 

Arthritis 

D. H. Kuinc. Journal of Laboratory and Clinical 

msg [J. Lab. clin. Med.| 33, 1289-1296, Oct., 1948. 
refs. 


The effect of Bogomoletz’s antireticular cytotoxic 
serum (A.C.S.) was investigated by the author at the 
White Memorial Hospital, Los Angeles, in rheumatic 
conditions. Preparation and standardization were by the 
method of Marchuk with the modification employed by 
American investigators: rabbit A.C.S. was prepared in 
lyophilized form. The original schedule of Bogomoletz 
was used, a 0-05-ml. dose being followed by 0-1 ml. 3 


days later and a final 0-15 ml. after the same interval. 


The Straus schedule was also employed, with injections 
twice weekly starting with 0-02 ml. and increasing by 
0-02 ml. to a maximum of 0-2 or 0:25 ml. This dose was 
repeated for up to 6 weeks. Either course can be 
repeated several times after an interval of at least 4 weeks. 
Injections were given subcutaneously; Russian workers 
favour intravenous administration. 

Twenty women and 10 men with rheumatoid arthritis 
were treated; the average duration of the condition was 
54 years, and 23 patients had had gold treatment pre- 
viously. Results were evaluated at the end of treatment 
and 6 to 12 months later. Twenty patients with osteo- 
arthritis were also treated, as well as 10 patients with 
fibrositis. Results are tabulated below. 


Improved 

I Worse 

Cases | Moderately | Slightly | 
Rheumatoid 
arthritis .. | 30 1 4 16 9 
Osteo- 
arthritis .. | 20 2 4 12 2 
Fibrositis |. | 10 2 1 6 1 
Total ..| 60 5 9 12 


34 
(83%) (15%) | (566%) | (20%) 


Reactions were observed in 62% of cases. The majority 
occurred with increasing doses, and a definite increase in 
hypersensitivity to the serum developed in some allergic 
patients. 

Results of treatment of rheumatoid arthritis with 
A.C.S. reported by other American workers are tabu- 
lated; these results are not encouraging. It is concluded 
that there is no indication for A.C.S. in the treatment of 
osteo-arthritis and fibrositis. In rheumatoid arthritis 
and spondylitis, conditions which are resistant to other 
treatment, a trial may be justified. J. Koszyk 


2123. Interstitial Neuritis and the Neural Theory of 
Fibrositis 

M. KeLty. Annals of the Rheumatic Diseases [Ann, 
rheum. Dis.| 7, 89-96, June, 1948. 5 figs., 42 refs. 


According to Walshe and to Harris, interstitial neuritis 
is characterized by five chief signs—radiating pain, 
tenderness in the neighbourhood of a nerve trunk, 
paraesthesiae or objective sensory loss, muscular wasting 
or paresis, and loss of deep reflexes. These authors 
considered that little or nothing was known of the 
pathology of this process, although the orthodox view 
appears still to be that rheumatic inflammation affects 
the sheath of the nerve with consequent swelling which 
involves the neuraxons by mechanical pressure. 

The present author has studied this subject anew, more 
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particularly with regard to the connexion between neuritis 
and fibrositis. He concludes that the pathology of 
interstitial neuritis remains obscure; and that radiating 
pain and perineural tenderness do not constitute sufficient 
evidence on which to base the diagnosis, since they often 
represent the secondary effects of a fibrositic lesion. He 
considers that the diagnosis should be made only if there 
is motor or sensory loss to indicate interference with 
nerve conduction. In 33 of his 63 cases the onset of the 
neuritis could be correlated with local injury or disease. 
In most of these it was not likely that the damage could 
have involved the trunk nerve directly. In some cases, 
moreover, the sensory and motor manifestation spread 
beyond the fields of any nerves which could have been 
implicated. These anomalous features he explains by 
means of a reflex hypothesis, on which he has previously 
written several papers, and which he advances to account 
for the mechanism whereby fibrositis is produced. He 
sounds a note of warning that hysteria must not readily 
be diagnosed in these cases. W. S. C. Copeman 


2124. Muscle Histology in Rheumatic and Control 
Cases: A Study of One Hundred and Nineteen Biopsy 
Specimens 

M. H. L. Desmarais, H. J. Gipson, and G. D. KERSLEY. 
Annals of the Rheumatic Diseases {Ann. rheum. Dis.) 7, 
132-142, Sept., 1948. 7 figs., 8 refs. 


The authors (Ann. rheum. Dis., 1946, 5, 131) had 
confirmed the work of Freund et al. (Science, 1945, 101, 
202) that the lesions found in the muscles of patients 
suffering from rheumatoid arthritis consist of a peri- 
vascular round-cell reaction in the endomysium and of a 
paravascular cell reaction in the fibrous supporting 
connective tissue. The blood vessels are sclerosed with 
proliferation involving all three coats, and a cell infiltra- 
tion almost entirely lymphocytic in type spreads outwards 
from the adventitia. Muscle fibre degeneration is 
present, frequently more marked near the cellular infiltra- 
tions. 

Further material obtained either by biopsy or at opera- 
tion has now been examined from 56 cases of idiopathic. 
rheumatoid arthritis, 5 cases of non-specific infective 
arthritis, 43 cases of other rheumatic conditions, and 
15 non-rheumatic controls. The biopsy specimens were 
taken either from the deltoid, quadriceps, or erector 
spinae muscles and the operation material from the 
vastus externus or vastus internus muscles. Zenker’s 
fluid was found to be the best ‘fixative and the routine 
stain was iron haematoxylin and eosin. 

Characteristic changes were found in 34 (60- 7%) of 
the cases of rheumatoid arthritis. The average size of 
the sections was 13 x 8 mm. and the finding of lesions in 
such small specimens in 60-7% of the cases is an indica- 
tion of their wide distribution. The changes were 
found in cases in which the disease was active and 
clinically quiescent, and in both wasted and apparently 
normal muscles. No typical changes were found in cases 
of less than 6 months’ duration and there was an increas- 
ing incidence in cases of longer dutation., In 17 of the 
34 cases there were positive morbid histological changes 
in skin, synovia, or subcutaneous nodules, and in 4 cases 


DISORDERS 


with negative findings on muscle biopsy, changes were 
present either in subcutaneous nodules or in the synovia. 
One positive result was obtained among 4 patients with 
rheumatoid arthritis and previous attacks of rheumatic 


‘fever and one from 4 cases associated with psoriasis. 


Negative results were obtained from biopsy specimens 
taken from 5 patients with chronic polyarthritis and a 
past history of gonococcal urethritis and from 2 with 
typical gonococcal arthritis. Of 3 cases of Still’s disease, 
one showed no changes, one skin changes only, and one 
characteristic muscle foci. In 4 cases of subacute 
rheumatic infection with cardiac involvement but no 
permanent joint changes muscle findings were negative, 
but one showed changes in the skin. Examination in 
1 case of rheumatic fever was negative. The synovia 
showed changes in 3 out of 5 cases of non-specific 
infective arthritis, and in 1 the muscle biopsy also was 
positive. Muscle biopsies from 17 cases of spondylitis 
ankylopoietica and from 6 cases of gout were negative. 
Seven cases of osteo-arthritis of the hip-joint were 
examined, and in one changes suggestive of a rheumatoid 
reaction were found. Negative results were obtained 
from 3 cases of poliomyelitis, 3 cases of specific infective 
arthritis, one case of Paget’s disease, one case of prolapsed 
intervertebral disk, one case of fibrositis, and one case of 
amyotonia congenita,. 

Muscle from a case of Volkmann’ s ischaemia showed 
a diffuse round-cell infiltration in the fibrous tissue 
around the muscles. Focal accumulations of lympho- 
cytes were seen in muscle adjacent to a breast tumour 
with a foreign-body reaction. Lesions in muscle 


resembling in some respects those seen in rheumatoid . 


arthritis were found in specimens taken from patients 
suffering from tuberculosis of the spine with paraplegia, 
chronic myositis of unknown origin, and post-traumatic 
chronic myositis. T. G. Reah 


2125. The Shoulder-Hand Syndrome in Reflex Dys- 
trophy of the Upper Extremity 

O. STEINBROCKER, N. Spitzer, and H. H. FRIEDMAN. 
Annals of Internal Medicine [Ann. intern. Med.]| 29, 
22-52, July, 1948. 8 figs., bibliography. 


The shoulder-hand syndrome consists of a peculiar 
combination of a painful shoulder disability with pain 
and swelling of the hand and fingers of the same side; 
in the majority of cases trophic changes follow in the 
hand. Though the shoulder symptoms usually develop 
first, this is not always the case, and incomplete forms are 
encountered where either the shoulder or the hand is 
alone involved. Three stages are described. In stage 1, 
which lasts 3 to 6 months, the shoulder is painful on 
movement, the signs closely resembling those of frozen 
shoulder. The hands and fingers are considerably 
swollen, their skin temperature is increased, and in the 
more acute cases pitting may be present. There is 
usually slight osteoporosis. In stage 2, which also lasts 
3 to 6 months, the symptoms in the shoulder and the 
swelling of the hands gradually subside. Stiffness and 
flexion deformity of the fingers are present; 
cutaneous tissues and interosseous muscles waste and 
the skin temperature begins to fall. * There is patchy 


the sub-— 
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rarefaction of bone. In stage 3, which may continue 


' jndefinitely, there are marked atrophy of the sub- 


cutaneous tissues and contractures in the flexor tendons 
and palmar fascia; the skin temperature is subnormal. 
Radiographs show the spotty decalcification of the bones 
of the hand described by Sudeck. 

Treatment by rest and/or physiotherapy is disappoint- 
ing; manipulation is condemned. The only measures 
which give relief are: (a) frequent injections of procaine 
into the stellate ganglion; and (6) sympathectomy. 

In this paper 42 cases are reported, in 36 of which both 
the shoulder and the hand were involved. The aetiology 
in 11 cases could not be determined, 9 followed myo- 
cardial infarction, 5 trauma, and 5 a cerebrovascular 
accident. The authors refer to a number of papers in the 
literature describing changes in the hand and/or shoulder 
following coronary infarction; one reference occurs in 
Osler’s Principles and Practice of Medicine, 1898 edition. 
Other conditions, such as osteo-arthritis of the cervical 
spine, hemiplegia, herpes, and nodular panniculitis, have 
also been described in the literature as being followed by 
symptoms in the shoulders and hands. With regard to 
aetiology, the authors postulate the existence of a painful 
reflex arc of which (a) the afferent component is a 
sensory or autonomic nerve, (b) the component in the 
cord is the extensive network of interconnecting neurones 
described by Lorente de N6 as the internuncial pool, and 
(c) the efferent component is an autonomic and/or 
motor nerve. This hypothesis is considered to be the 
only one to account for the following features: (1) 
identical clinical pictures are produced by conditions 
differing widely. in their location—for example, myo- 
cardial infarction, peripheral injuries, cerebral accidents; 
(2) autonomic, motor, and sensory pathways are in- 
volved; (3) the disturbance does not show a segmental 
distribution; and (4) clinical improvement may follow 
A. Burt 


2126. Unilateral Sacro-iliac Arthritis as a Form of Onset 
of Spondylitis Ankylopoietica. (Sacroileitis unilateral 
como forma de comienzo de la espondiloartritis anquilo- 
poyética) 

E. B. Borxet and J. R. Querot. Revista Espafiola de 
Reumatismo [Rev. esp. Reum.] 2, 488-495, July, 1948. 
8 figs.. 6 refs. 


The authors accept the- statements that ankylosing 
spondylitis starts in the sacro-iliac joints and that it is 
nearly always bilateral and gives rise to no specific 
symptoms. [That is, of course, contrary to some recent 
views that the early changes are in the intervertebral 
facets—diminution in joint space and para-articular 
osteoporosis.] They think, however,’ that in the early 
Stages spondylitis probably causes symptoms referable 
to the sacro-iliac joints; these symptoms disappear when 
the joint becomes rigid. They thus regard the diagnosis 
of the disease as possible in the early stages, the difficulty 
being to distinguish it from cases of infective sacro-iliac 
arthritis due to tuberculosis and typhoid fever. Four 
Cases are described, all with symptoms and radiological 
Signs of unilateral sacro-iliac arthritis; in 3 cases the 
arthritis became bilateral and there were subsequent 


signs of spondylitis. The interval between the first 
sacro-iliac signs and those in the vertebrae may be 5 to 
6 years. The authors think that patients are rarely seen 
in the stage of unilateral disease; they also think that 
oblique x-ray films may be of some help and they stress 
that when unilateral sacro-iliac changes are present 
spondylitis should be thought of as a possibility. ' 
Paul B. Woolley 


2127. The Phosphatase Activity in Spondylitis Ankylo- 
poietica 

M. H. L. Desmarais. Annals of the Rheumatic Diseases 
[Ann. rheum. Dis.] 7, 105-107, June, 1948. 4 figs., 12 
refs. 


In view of the conflicting reports about the value of 
estimating the acid and alkaline phosphatase in cases 
of spondylitis ankylopoietica, and the different methods 
which have been used in previous series, the author has 
investigated 24 cases by King’s modification of King and 
Armstrong’s method. The average alkaline phosphatase 
level found in the serum was 6-2 units. The highest level 
was 14 units and the lowest 3 units. Only 3 cases gave a 
normal reading. The average acid phosphatase activity 
was 1:75 units, with the highest at 4-3 units and the 
lowest at 0-7 unit. In this series 2 cases gave a high 
normal reading. 

The lack of relationship found between these alkaline 
and acid phosphatase findings and the duration and 
activity of the disease is discussed. The author suggests 
that the simultaneous and directly opposite processes of 
osteoporosis on the one hand, and sclerosis with abnormal 
calcification of the ligaments on the other, are responsible 
for the frequent normal values for the serum phosphatase 
activity. W. S. C. Copeman 


2128. A Controlled Series of Cooke—Arneth Polynuclear 
Counts in Rheumatoid Arthritis 

H. J. Gipson and D. Suters.- Annals of the Rheumatic 
Diseases [Ann. rheum. Dis.] 7, 100-104, June, 1948. 
1 fig., 18 refs. 


The Cooke-Arneth count as a measure of the age of 
circulating neutrophils is thought to give evidence of 
the presence or absence of active infection in the body. 
For this reason a considerable number of studies in which 
this technique was employed have been made in rheuma- 
toid arthritis. The results of these series have differed 
widely. -The authors have accordingly repeated such 
counts on a series of 50 cases of clinically typical rheuma- 
toid arthritis of under 5 years’ duration. They com- 
pared these with counts made by themselves on 50 
controls of the same age and sex who were not suffering 
from arthritis. No significant difference was noted 
between the clinical cases and the controls. In the 
rheumatoid arthritis group no correlation was found 
between the polymorphonuclear count and age, sex, 
erythrocyte sedimentation rate, clinical severity, or dura- 
tion of the disease. This carefully observed series there- 
fore affords no support to the traditional view that 
rheumatoid arthritis is the direct result of microbic 
infection. W. S. C. Copeman 
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2129. Two New Reflexes. (Twee nieuwe reflexen) 

F. GreweL. Nederlandsch Tijdschrift voor Geneeskunde 
[Ned. Tijdschr. Geneesk.] 92, 3504-3505, Oct. 30, 1948. 
2 figs., 1 ref. 


Two new reflexes used by the author in, neurological 
examinations at the Wilhelmina-Gasthuis, Amsterdam, 
are described. (1) The pronation-abduction reflex in 
the arm. The patient’s relaxed arm is semiflexed at the 
elbow and semipronated. The hand is taken between 
thumb and fingers and maximally pronated without 
causing pain. Normal response consists of abduction of 
the upper arm due to deltoid contraction. The reflex is 
absent in cases of pyramidal-tract lesions and increased 
in Parkinsonism. (2) The supination-flexion reflex in 
the leg. With the patient relaxed the dorsum of the foot 
is grasped and the foot supinated. Knee flexion, and 
flexion and abduction of the thigh, result. This reflex is 
absent in cases of pyramidal-tract lesions, and is said to 
be more sensitive than better-known tests of pyramidal 
disturbance. S. S. B. Gilder 


2130. A New Homologue of the Babinski sign. (Un 
nouvel homologue du signe de Babinski) 

J. RoskaM. Acta Clinica Belgica [Acta clin. belg.} 2, 
365-367, Sept.-Nov., 1947. 5 figs. 


Testing for Babinski’s sign is made difficult by the 
almost involuntary withdrawal of the foot. A new 
variation of the reflex, excited by pressure on the peroneal 
muscles, is described. The sign was first noticed in a 
patient with bilateral pyramidal lesions due to syphilitic 
encephalomyelitis; pressure of the thumb about 
half-way down the back of the leg elicited the reflex, the 
great toe rising and the others flexing and separating. 
The manoeuvre was repeated several times with success. 
The author claims that it has certain advantages over 
Babinski’s sign; first, it is sometimes present when 
Babinski’s sign is still negative; secondly, it is easier to 
elicit, and more definite; thirdly, it is much less unpleasant 
for the patient. T. E. C. Early 


2131. Amidryl (“ Benadryl Treatment of Head- 
ache. (Amidrylbehandling af hovedpinepatienter) 

O. EsMarcH. Ugeskrift for Leger (Ugeskr. Leg.] 110, 
1242-1244, Oct. 28, 1948. 12 refs. 


Histamine desensitization improves, if only tem- 
porarily, 50% of patients with non-specific headaches 
(not due to organic disorders, hypertension, or histamine 
sensitivity). The author therefore decided to study the 
effects of antihistamine drugs in such cases. Twenty 
patients (18 women and 2 men) with headache as the 
dominant symptom (in 16 cases present for over a year) 
were treated with 50 mg. “ amidryl”’ (“ benadryl ’’) 


thrice daily. Two patients gave a history of trauma and 
2 others one of migraine. Purely psychological effects 
were diminished as far as possible by trying several other 
drugs first. In 16 of the 20 patients there was no change, 
in 2 the result was doubtful, and in the other 2 there was 
some subjective improvement—one suffered from neur- 
asthenia and the other from migraine. Nine of the 20 
patients were subsequently given a course of histamine 
desensitization, with good effect in 4 and some temporary 
effect in one other. 

The author believes that the effect of histamine de- 
sensitization is on the cerebral vessels and not definitely 
related to any allergic mechanism. He mentions the 
views that headaches induced by histamine are due to 
stretching of the vessels and immediately surrounding 
tissues, or to the increased cerebral pulsation resulting 
from the raised blood pressure and cerebral dilatation. 

A. M. M. Wilson 


2132. Demonstration of A and C Fibre Components in 
the Babinski Plantar Response and the Pathological 
Flexion Reflex 
E. KUuGELBERG. Brain [Brain] 71, 304-319, 1948. 
8 figs., 31 refs. 


Cutaneous nerves in man include two types of afferent 
fibre—A fibres, which are myelinated, of relatively large 
diameter and rapid conductivity; and C fibres, which are 
non-myelinated, of smaller diameter, and with a slower 
conduction time. The author has investigated the part 
played by these two types of fibres in the afferent arc of 
the extensor plantar reflex and the pathological flexion 
reflex. Muscle action potentials were recorded on an 
electromyogram either with a surface electrode over the 
shin or with needle electrodes inserted into the extensor 
hallucis longus. The stimulus was either stroking with a 
finger or needle, contact with hot metal, or an electric 
current applied over the cutaneous nerve on the lateral 
side of the dorsum of the foot. The 15 patients studied 
had paraplegia in extension or in flexion from various 
causes. 

The author found that there were two different reflex 
responses with quite separate latent intervals. The 
latency of the early reflex response is 0-08 to 0-5 second; 
the discharge generally reaches its maximum more rapidly 
and subsides more quickly than in the delayed response. 
The delayed reflex response has a latent interval of 1-3 
to 2:3 seconds. Procaine blocks the delayed response 
before the early one, but ischaemia has the reverse 
effect. The characteristic slowness and persistence of 
the flexion reflex are in part due to this range of rates of 
conduction in the afferent arc. The afferents in the early 
flexor response are, at least in part; connected with 
“* first pain’, and in the delayed response with ‘* second 
pain”’. J. W. Aldren Turner 
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2133. Reactions to Histamine Iontophoresis in the 
Therapy of Multiple Sclerosis. Preliminary Report 

H. A. ABRAMSON. Annals of Allergy [Ann. Allergy] 6, 
511-517, Sept.—Oct., 1948. 17 refs. 


Eleven patients with disseminated sclerosis were 
treated by histamine iontophoresis. An area of 12 sq. 
in. (77:4 sq. cm.) on the forearm was treated with 1% 
histamine acid phosphate; the current density did not 
exceed two-thirds of a milliampére per sq. in. Every 
day iontophoresis was carried out once or twice for 
15 minutes. A typical histamine flush was observed 
5 to 10 minutes after treatment was begun. With 
optimal dosage systolic and diastolic blood pressure 
decreased. Improvement in muscular co-ordination, 
strength, and vision is reported as a result of the treat- 
ment. Two case histories are given. H. Herxheimer 


2134. Multiple Sclerosis—Treatment with Histamine and 
d-Tubocurarine 

H. D. Jonez. Annals of Allergy [Ann. Allergy] 6, 
550-563 and 578, Sept.—Oct., 1948. 34 refs. 


Histamine diphosphate (2:75 mg. in 250 ml. normal 
saline or 11 mg. in 1,000 ml.) was given by slow intra- 
venous infusion, the infusion lasting for at least 90 
minutes. The patients suffered mostly from the chronic 
progressive form of disseminated sclerosis, and of the 
124 treated nearly all had some allergic sensitivity, very 
often to food; 26 had allergic rhinitis, 24 had eczema, 
and 18 gave a history of hay-fever and 10 of urticaria. 
Tubocurarine was used in a base composed of beeswax 
and peanut oil and doses varying from 7:5 mg. every 
fourth day to 120 mg. daily were given with a good effect 
on spasticity, tremors, and incontinence. Of the 124 
patients 104 are reported to have improved in various 
degrees with this treatment, but the author does not 
claim to have effected a cure. H. Herxheimer 


2135. Lumbar Puncture Headache 
G. W. PickeRING. Brain [Brain] 71, 274-280, 1948. 
1 fig., 12 refs. 


Cerebrospinal-fluid (C.S.F.) pressures were measured 
in 7 patients who -had developed typical lumbar-puncture 
headaches: in 6 of them the pressure was at or about 
zero, and in the seventh it was 80 mm. C.S.F. In each 
case the headache was relieved for up to 2 hours by the 


intrathecal injection of 30 to 50 ml. of warm physiological 


saline. In all the cases headache was accentuated when 
the patient sat up; and in 6 of them by shaking the head. 
Jugular compression increased headache in 8 out of 10 
cases in which it was tested, and compression of the 
carotid artery relieved it in 3 out of 6 cases tested. The 
author considers that the headache is mechanical in 
origin, and is due to caudal displacement of the base and 
posterior parts of the brain with tension on the anchoring 
Structures, particularly the tissues around the large 
arteries at the base. It very closely resembles histamine 
headache in its character and in the circumstances which 
aggravate and relieve it, and, though in this case stretch- 
ing of periarterial structures rather than displacement 


of the brain is involved, tension on the coverings of the 
large arteries at the base of the brain is the fundamental 
cause of the headache in both instances. 

J. W. Aldren Turner 


~ 


2136. Unijateral Auditory-spatial Agnosia 

S. B. Wortis and A. Z. PFEFFER. Journal of Nervous and 
Mental Disease [J. nerv. ment. Dis.] 108, 181- 186, Sept., 
1948. 1 fig., 3 refs. 


The case is recorded of a man of 58 admitted after 4 
days of heavy drinking with a fracture of the right 
parietal and temporal bones. He was confused, tremu- 
lous, and at times violent. There was general intellectual 
impairment, with left homonymous hemianopia, pyrami- 
dal signs on the left side, auditory sound agnosia for a 
week (failure to identify common sounds), and auditory- 
spatial agnosia for 2 weeks (inability to locate sound 
stimuli from the left). There was no evidence of aphasia, 
apraxia, or impairment of body schema. The patient 
was right-handed. 

The authors considered that the auditory-spatial 
agnosia was due to a focal lesion in the temporo- 
parietal area, of which there was electroencephalographic 
evidence. They believed that the auditory sound agnosia 
was related to the patient’s general intellectual impair- 
ment. Elliott Emanuel 


2137. The Treatment of Traumatic Purulent Meningitis 
with Emetine. (II trattamento della meningite traumatica 
purulenta con |’emetina) 

E. Metcuior. Archivio Italiano di Chirurgia Arch. ital. 
Chir.] 70, 110-116, 1948. 3 figs. 


The author states that in 1943 he obtained excellent 
results from emetine therapy in suppurative conditions 
such as appendix abscess, suppuration of the bile ducts, 
puerperal peritonitis, and streptococcal septicaemia [no 
references are given]. He now records 4 cases of menin- 
gitis after trauma: in one, in a youth of 18 years, there 
were splinters of bone in the brain as a result of a gunshot 
wound; in the second, a boy of 13 had a comminuted 
fracture in the fronto-parietal region; in the third, a man 
of 35 had a depressed fracture of the skull; in the fourth 
a boy of 10 had meningitis after being hit on the head 
with a stone. The spinal fluid in the first patient con- 
tained Gram-positive bacilli; he was given 0-06 g. of 
emetine daily. In 24 hours “the meningeal signs 
subsided, they disappeared completely thereafter, and 
the temperature fell by lysis’. The emetine was given 
for 10 days. In the second case, Gram-positive cocci 
were found. This patient was given 0-05 g. for 10 days; 
the organisms were still present at the end of this time 
but 8 days later the cerebrospinal fluid was sterile. Later, 
the wound became infected with diphtheria bacilli, 
cerebral abscess supervened, and death occurred a month 
and a half later. The other two patients were given 


emetine after penicillin treatment had failed. One 
received 0-04 g. the first day, then 0-08 g. for 10 days; 
the other received 0-02 g. twice daily for a fortnight. 
Improvement was observed after the first injection, coma 
passing off and the pulse becoming stronger and more 
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regular; rigidity of the neck disappeared in 4 days and 
the child left hospital 54 weeks after admission, well 
except for “* blindness from injury to both optic nerves 
due to the fracture ’’. Hi. Harold Scott 


2138. Sudden Death Due to Ependymoma of Cerebello- 
pontine Angle. Report of Two Cases 

N. E. France. British Medical Journal (Brit. med. J.] 2, 
782-783, Oct. 30, 1948. 2 figs., 8 refs. 


This is a report of 2 patients both of whom had an 
ependymoma of the cerebello-pontine angle, compressing 
and displacing the medulla, pons, and upper cervical 
cord. The first patient, a child of 2 years, had symptoms 
for only 2 days before she died; the second, a boy of 16, 
had suffered from headaches and vomiting for 2 months 
but had remained at work up to the day before his death. 
Acute respiratory failure, cerebral anaemia with convul- 
_ sions, and cerebellar fits are briefly discussed as possible 
causes of death [but the clinical details available are too 
scanty to permit any conclusion to be reached]. 

N. S. Alcock 


2139. Phenylethylhydantoin in the Treatment of Syden- 
ham’s Chorea 

T. R. Kirk. New York State Journal of Medicine [N.Y. 
St. J. Med.) 48, 2165-2167, Oct., 1948. 2 figs., 29 refs. 


Phenylethylhydantoin (“ nirvanol ’’) was first used in 
the treatment of chorea in Germany in 1919. The 
present report is based on a study of 243 cases during the 
15 years 1930-45. Of these cases 107 were selected for 
analysis, the criteria for selection being that the diagnosis 
was unquestioned, the records complete, and only one 
form of treatment was used during one admission, 66 
cases being treated with nirvanol and 51 with other drugs. 
The age of patients ranged from 4 to 15 years. The 
daily dose of nirvanol was 0-25 g. for younger children 
and 0-9 g. for older ones. This was continued until the 
onset of eruption (usually for 7 to 10 days), or for 14 days 
if no eruption developed. ‘“* Nirvanol sickness “* usually 
began on the seventh day with a rise in temperature 
lasting until the eleventh day. The rash appeared about 
the ninth day and was generally morbilliform, but 

- occasionally punctate, urticarial, or mixed. Nirvanol 
sickness does not always occur, nor is its occurrence 
essential for successful treatment with the drug. Regular 
blood counts were made in view of the possibility of 
agranulocytosis. Eosinophilia, mild leucopenia, and 
relative lymphocytosis generally occurred in patients 
with the typical exanthem. In no case did persistent 
harmful results develop, but one girl developed “‘ a rash 
resembling exfoliative dermatitis ’’ [sic]. [Presumably 
this was exfoliative dermatitis. A fatal case from 
nirvanol treatment has been recorded.] The duration of 
chorea in severe cases treated with nirvanol averaged 


26 days; treated by other drugs it averaged 77 days. In — 


moderate cases the figures were 25 days and 43 days 
respectively. The recurrence rate was the same with 
both types of treatment. 

[This paper adds nothing to existing knowledge of the 
use of nirvanol in chorea. The rare but unpredictable 


charges. 
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disasters which occur are a deterrent to the use of a 
areata symptomatic remedy in a self-limited disease.] 
C. E. Donaldson 


2140. Significance of Electromyography and Electro- 
encephalography in Disease of the Extrapyramidal Motor 
System. (Die Bedeutung der Elektromyographie und 
Elektroencephalographie bei Erkrankungen des extra- 
pyramidal-motorischen Systems) 

K. HARTMANN and M. Monnier. Schweizerische 
Medizinische Wochenschrift [Schweiz. med. Wschr.] 78, 
845-850, Sept. 4, 1948. 4 figs., 33 refs. 


In a series of patients suffering from different types of 
extrapyramidal disease the authors studied the electro- 
myogram (EMG) and electroencephalogram (EEG). 
In addition the effects of a spasmolytic preparation 
(“ parpanit’’) were examined. In cases of simple 
rigidity voluntary movements produced electrical activity 
somewhat later than normally and this activity lasted 
longer than normal after the muscular movement had 
ended; injection of parpanit made the EMG more 
normal in appearance. In cases of tremor and rigidity 
the EMG is characterized by groups of synchronous 
discharges of frequency 6 to 8 a second. Parpanit 
diminishes the frequency and amplitude of these dis- 
With choreiform disturbances the EMG shows 
rhythmical discharges of low frequency (2-5 per second). 
Parpanit increases their amplitude. The EEG in cases 
of Parkinsonism showed lack of co-ordination of the 
electrical activity of both hemispheres; co-ordination was 
improved by injection of parpanit. A definite relation 
between EMG and _ findings does not exist. 

F. K. Kessel 


2141. Observations on the Electrically-produced Epi- 
leptic Convulsion. Part II: Pupillary Phenomena in 
Normal and Pathological Pupils 

R. KLEIN and D. F. Earty. Journal of Mental Science 
[J. ment. Sci.] 94, 805-808, Oct., 1948. 15 refs. 


Following their previous report on tonic neck and 
labyrinthine reflexes during electrically produced convul- 
sions, the authors describe in this paper the pupillary 
changes seen during electroplexy. Three pupillary 
movements could..be observed during the fit; dilatation 
during the convulsion, constriction in the post-convulsive 
stage, and spasmodic dilatation towards the end of this 
period. The spasmodic pupillary dilatation was of 
special interest. In unconscious patients immediately 
after the fit pseudo-spontaneous movements were 
accompanied by marked dilatation of pupils and dis- 
appearance of the light reflex. By using atropine and 


cocaine before inducing the fit it was established that the . 


dilatation was due to the loss of parasympathetic influence 
on the eye muscles. In Adie’s syndrome the pupils 
remained tonic throughout the fit. The Argyll-Robert- 
son pupils reacted to the fit like normal pupils, with 
enlargement during the convulsive stage and also during 
post-convulsive muscular movements. 

Discussing their findings, the authors suggest that a 
constant physiologically determined subcortical motor 
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pattern exists between voluntary muscles and autonomic 
eye muscles. Inactivity of skeletal muscles, whether in 
states of induced unconsciousness or in sleep, is accom- 
panied by pupillary contraction, whereas movements of 
skeletal muscles without cortical control lead to dilatation 
of the pupils. J. T. Leyberg 


2142. Are States of Dementia in Epilepsy Due to Destruc- 
tive Lesions in the Hornof Ammon? (Sind die Demenz- 
zustande der Epilepsie bedingt durch Ammonshorn- 
ausfalle?) 

P. IMHor. Monatsschrift fiir Psychiatrie und Neurologie 
[Mschr. Psychiat. Neurol.] 116, 156-184, Sept., 1948. 
11 figs., 20 refs. ' 


The brains of 14 epileptic patients were histologically 
examined; from these investigations the author con- 
cludes that acute bilateral destruction of the formations 
of the cornu Ammonis produces a certain form of 
dementia. Chronic lesions of the cornu Ammonis are 
seldom bilateral, do not produce definite impairment of 
mental functions, and do not appear to be responsible for 
epileptic dementia.’ In all cases examined by the author 
the covering glial layer of the cerebral cortex was found 
to be thickened; the degree of this thickening indicates 
the amount of mental impairment and the degree of 
severity of the course of the illness. F. K. Kessel 


2143. Anticonvulsant Properties of 5,5-Phenyl Thienyl 
Hydantoin in Comparison with Dilantin and Mesantoin 

L. S. GoopMaAN, J. E. P. ToMAN, and E. A. SWINYARD. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N..Y] 68, 584-587, 
July-Aug., 1948. 1 fig., 19 refs. . 


A homologue of diphenylhydantoin (“dilantin ’’), 
5 : 5-phenyl thienyl hydantoin, was tested for its anti- 
convulsant properties by several methods. These 
consisted of: 


(A) Electrically induced Shock Tests.—(i) Electrically 
induced convulsions with a stimulus duration of 0-2 second 
were produced in rats. Maximal seizures were obtained 
with a current of 150 mA, which was about five times that 
required for threshold or minimal seizures. A characteristic 
tonic-clonic seizure is produced, and the average effective 
dose (ED 50) is penal on the abolition of the extensor 
component of the tonic phase of the convulsion after drug 
treatment. (2) Threshold test.—The least current necessary 
for a minimal seizure was determined for each rat, which then 
served as its own control. The average effective dose was 
based on a 20% increase in threshold. (3) Lowered 
threshold test—The ED 50 was based on a 50% increase in 
the threshold previously lowered by the intraperitoneal 
injection of isomolar glucose solution, 10 ml. per 100 g. 

(B) Convulsions induced by “* Metrazol”’’ (Leptazol).— 
The average effective dose, ED 50, was based on the complete 

rotection against a dose (70 mg. per kilo subcutaneously) of 
eptazol which caused convulsions in 97% of the rats (CD 97). 


The thienyl homologue was .administered sub- 
cutaneously in aqueous solution as the sodium salt. 
Single doses were injected, and each test was conducted 
after an interval (60 to 300 minutes) previously established 
as the time for maximum effect. From these animal 
experiments the thienyl compound was found to have a 
protective index by the maximal electrical-shock test 


(1) intermediate between “ dilantin ’’ and “‘ mesantoin ” 


(3-methyl-5 : 5-phenyl ethyl hydantoin), the latter 
compound having been used clinically for about 2 years. 
Mesantoin increases the threshold for electrically induced 
convulsions and affords protection against leptazol - 
convulsions, but neither dilantin nor the thienyl com- 
pound had this effect. All three compounds were 
effective in the lowered-threshold test. (3), mesantoin 
being the most and the thienyl compound the least 
effective. In addition, trials were made on 10 non- 
epileptic patients; the method used was a modification 
of the maximal electrical-shock test employed in animals. 
Control seizure patterns were compared with those 
obtained after 3 days’ oral treatment (0-13 g. 6 times 
daily) and with those several days after treatment was 
stopped. The results obtained with the thienyl com- 
pound differed from those with dilantin in that the 


convulsions were entirely replaced by psychomotor 


seizures, and purely clonic convulsions were not observed. 
It is suggested that the thienyl compound might prove 
as clinically useful as dilantin in grand mal and psycho- 
motor epilepsy. R. Wien . 


2144. Neuronitis and Neuronopathy: Further Ex- 
periences with Typhoid Vaccine Therapy 

A. M. Rapiner, M. ROSENBERG, and H. FREEDMAN. 
Annals of Internal Medicine [Ann. intern. Med.| 29, 
432-444, Sept., 1948. 4 figs., 13 refs. 


This is a brief account of the treatment of neuronitis 
and neuronopathy with typhoid vaccine. ‘* Neuronitis ”’ 
and “ neuronopathy”’ are vague and rather unsatis- 
factory terms for diseases which have been reported under 
many descriptive names, such as “ infectious poly- 
neuritis’, ‘* encephalo-myelo-radiculoneuritis “‘infec- 
tive neuronitis’’, or simply as the ‘“‘ Guillain-Barré 
syndrome ’’, even in the absence of albumino-cytologic 
dissociation. The good prognosis originally given is by — 
no means always to be expected; also there is great 
uncertainty about the causal origin and the clinical course 
of the disease in an untreated case. Hitherto treatment 
has been largely supportive in nature, with emphasis on 
physiotherapy, orthopaedic appliances, adequate nutri- 
tion, relief of pain with analgesics, and more recently the 
use of aneurin chloride and the nicotinic acid derivatives. 
None of these measures has been adequate to control 
almost constant features of the disease: severe pain, 
muscle tenderness, and hyperalgesia. 

The present paper is an account of treatment by the 
intravenous injection of typhoid vaccine in a small series 
of cases which can best be included under the general 
classification of acute infectious neuronitis or neurono- 
pathy. T.A.B. vaccine was used, but only thé number of 
typhoid organisms was counted. The dosage schedule 
depended on the febrile response and clinical reaction of 
the patient. The initial dose was 10,000,000 organisms. 
Febrile responses varied from 101° to 105° F. The 
authors were able to establish relief of pain, recovery of 


-motor power and of sensation, and the return to normal 


of the spinal fluid in 6 cases out of 7. 

[A review of what Guillain and his associates actually 
wrote will be found in Abstracts of World Medicine, 
1948, 3, 448.] G. F. Walker 
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2145. Somatic Characteristics of Manic-depressive 
Psychosis. xapaKTepHCTHKa MaHHa- 
MCHx03a) 

V. P. Protopopov. Hesponatonorua 
[Nevropat. Psikhiat.] 17, 57-64, 1948. 2 figs. 


Although manic-depressive psychosis has an important 
place in psychopathology it has been given much less 
attention than schizophrenia. Although mania and 
melancholia have been recognized for centuries we do not 
even now know what causes them or what regulatory 


mechanisms cause a return to normal. The author. 


describes an attempt to understand the pathogenesis of 
manic-depressive psychosis by studying the somatic 
manifestations of the disorder. Thirty years ago the 
author described purely clinical vegetative symptoms of 
this condition, comprising: tachycardia, dilatation of the 
pupils, spastic constipation, loss of weight, and amenor- 
rhoea in women. This symptom complex of sympatheti- 
cotonia may be found in either the manic or depressive 
phase of the disease and is well defined in severe cases. 
In hypomania the symptoms are not clear-cut and 
disappear on remission. A chart is given showing the 
changes in pulse rate, bowel action, state of the pupils, 
and menstruation during the period of active disease until 
cure. 

The blood pressure is raised in both phases averaging 
from 120 to 180 mm. Hg systolic and from 80 to 120 mm. 
diastolic and falls to normal in remissions. The blood 
and serum of patients causes a rise in blood pressure in 
cats under cocaine anaesthesia. There is evidence of 
increased sympathetic tonus; with a diminution of vagal 
tonus. Injection of 0-2 ml. of 1 in 1,000 adrenaline causes 
a rise in histamine level in blood of normal subjects, but 
in mania and melancholia this test is negative; the 
capillary resistance is increased and the blood pressure, 
after a short fall, rises again and dermographism cannot 
be obtained. The same test in catatonia gives rise to a 
prolonged decrease in capillary resistance and blood 
pressure. Pressure on the eyeballs causes a slowing of 
the heart in normal subjects, but in manic-depressives this 
does not occur, in contrast to catatonia. In both 
phases of manic-depressive psychosis the average level 
of the blood sugar is 80 to 100 mg. per 100 ml. Adrena- 
line produces a much greater increase in blood sugar 
level than in normal subjects. The average normal rise 
is up to 130 to 150 mg. per 100 ml. after 1 ml. of 1 in 
1,000 adrenaline, and after 2 hours there is a fall to 
normal. In manic-depressive psychosis the rise is up to 
160 to 214 mg. per 100 ml. and there is a slow fall over 
3to4hours. The rise is somewhat less in the depressive 
phase. There is a greater response to adrenaline than 
to insulin. After intake of 150 g. of glucose the blood 
sugar is higher by 20 to 40 mg. per 100 ml. than in normal 
subjects. There are marked variations from normal in 
the response to insulin. The arterio-venous difference 


in blood sugar is greater than normal and is highest in 
the maniacal phase. The blood lactic acid is diminished. 
Fat and carbohydrate metabolism are increased. The 
protein concentrations in blood are reduced, particularly 
that of albumin, in both phases. The blood urea level 
reaches the higher limits’ of normal during attacks. 


’ The author discusses current Russian theories of causa- 


tion of the somatic and biochemical changes described 

in relation to the two phases of the psychosis and con- 

trasts the findings with those obtained in schizophrenia. 
J. MacD. Holmes 


2146. Homicidal Incidence in the Depressive Psychoses 


J. C. Batt. Journal of Mental Science [J. ment. Sci.} 
94, 782-792, Oct., 1948. - 


Although -homicidal tendencies in the depressive 
psychoses are not very common, they deserve to be 
studied thoroughly because of their medico-legal impor- 
tance. The author investigated 20 cases of psychotic 
depression in which a definite homicidal act was com- 
mitted. All except one were females. This group was 
compared with 29 unselected women convicted of homi- 
cidal acts, none of whom was judged to be insane. 
This group is referred to as normal criminals or “* non- 
depressive homicides”’. Several interesting differences 
between these two groups were found. The depressive 
homicides were at a greater age when the act was com- 
mitted, most frequently between 30 and 34, whereas in 
the non-psychotic group the majority of criminal women 
were less than 25 years old. Of the psychotics 90% 
were married women who had previously enjoyed a 
happy family life, but the non-depressive group con- 
sisted mainly of single or separated women. The 
married depressive as a rule attacks the most beloved 
child, whereas the normal criminal tries to get rid of the 
unwanted one who is a hindrance, usually an illegitimate 
child. 

The most common accompanying symptom in the 
depressive cases was a tendency to suicide, and the 
homicidal act could often be regarded as an extension of 
the suicidal impulse. The psychotic invariably chooses 
a means close at hand, and in the majority of cases com- 
mits the act at home. Immediately after the crime has 
been committed the depressive, if suicide is not attempted, 
seeks help or assistance, reports to the police, and makes 
no effort to conceal. In the case of non-psychotics the 
method, site, and after-behaviour differed greatly. 
Finally, in deciding if a homicidal assault is due to a 
depressive psychosis a most searching inquiry must be 
made as to symptoms shown previously. In the group 
studied the author did not see a single case in which 
symptoms of depression had not been evident before the 
crime, and he does not accept the possibility that the 
onset of depression may reveal itself in a homicidal 
assault. 
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Discussing the after-care of the depressives with a 
homicidal history and the disposal of cases in which 
remission has occurred, the author expresses the opinion 
that the homicidal risk diminishes in future attacks, and 
the insight gained both by the patient and by the relatives 
leads to a tendency to seek treatment earlier. He also 
thinks that the psychiatrist is not justified in advising 
against further pregnancies, especially if the dead child 
was the only child. J. T. Leyberg 


2147. Electronarcosis, with Special Reference to the 
Treatment of Paranoid Schizophrenia 

R. W. Mepuicotr. Journal of Mental Science [J. ment. 
Sci.] 94, 793-798, Oct., 1948. 8 refs. 


In his previous paper (N.Z. med. J., 1947, 46, 280) 
the author reported unfavourably on the results achieved 
by treating schizophrenics with electronarcosis; he 
pointed out, however, that in one group of cases—those 
of paranoid schizophrenia—the number of improvements 
following electronarcosis was surprisingly high. He now 
reports a further study on the prognosis in untreated 
paranoid ‘schizophrenia, and compares the results 
obtained by insulin treatment, convulsive therapy, and 
electronarcosis. This last method was applied in 16 
cases of paranoid schizophrenia, and much better results 
were obtained with it than with insulin or electroplexy. 
His results were as follows: recovery with insight, 
37-°5%: social recovery, 25%; some improvement, 
12-5%; failure, 25%. Although the group is too small 
for drawing any definite conclusions, the clinical impres- 
sion was “ that paranoid schizophrenia, if treated during 
the first year of illness, responds more favourably to 
electronarcosis than to any other form of treatment ”’. 
As regards the rationale of electronarcosis, the author 
favours the hypothesis that electronarcosis produces 
temporary dissolution of psychic activity followed by 
reconstruction of scattered configurations along new 
patterns. This hypothesis applies also to other forms of 
* shock ’’ treatment, but electronarcosis induces a dis- 


’ organization of greater duration and probably of more 


profound intensity without causing irreversible brain 
damage. J. T. Leyberg 


2148. Psychological Changes After Leucotomy in Schizo- 
phrenia. H3MeHEHHA Nocne 
TOMHH y 

B. V. ZEIGARINK and P. Y. GALPERIN. Hesponatonorus 
Ilcuxuatpua [Nevropat. Psikhiat.] 17, 67-70, 1948. 


The authors describe the changes found in 58 cases of 
schizophrenia after prefrontal leucotomy—23 unilateral 
and 35 bilateral operations. An analysis of the psycho- 
logical changes after operation shows that cases can be 
divided into two groups. The first is a small group in 
which the schizophrenic and “ frontal lobe ’’ symptoms 
are intermingled. The second is a larger group in which 
the picture is only one of a schizophrenic defect crystal- 
lized. 

The characteristic features of the first group appear to 
be a loss of aim in psychical activity, an increased 
response to external stimuli, lack of spontaneity in think- 


ing, and superficiality in judgment. The responses are 
“* short circuited’. The authors disagree with American 
observations that leucotomy removes schizophrenic 
symptoms and that only frontal lobe symptoms remain. 
In this first group operation did not produce any improve- 
ment. The schizophrenic defects seen before operation 
were diverse and polymorphic. Psychological tests 
showed a destruction of abstract thinking, speech, and 
coherence of expression, and reasoning and a perversion 
of relations to reality. The abstract thinking of these 
patients was defective in objective trends. The abstract 
thinking after operation was not as disorganized, but the 
patients were not able to return to normal activities 
although they were calmer and better able to cope with 
their environment. Their mental processes were not so 
diffuse, but. schizophrenic symptoms remained. 
J. MacD. Holmes 


2149. Parietal Leucotomy. (Leucotomia parietal) 

M. YAHN, A. M. PIMENTA and A. SETTE. Arquivos de 
Neuro-Psiquiatria [Arch. Neuro-psiquiat., S. Paulo] 6, 
225-233 Sept., 1948. 2 figs. 


Parietal leucotomy was performed in preference to or 
in addition to prefrontal leucotomy on the assumption 
that division of the superior longitudinal bundle rather 
than division of the prefronto-thalamic connexions would 
relieve psychotic conditions. The section 20 to 30 mm. 
by 20 mm., was made at the level of the lateral ventricular 
confluence, where the superior longitudinal bundle is 
thickest and where the fronto-thalamic connexions are 
out of reach. The area was approached at the level of 
the greatest parietal convexity. 

Twenty-two patients were submitted to this operation 
—19 with chronic schizophrenia, 1 post-encephalitic 
with grave disturbances of behaviour, 1 with oligo- 
phrenia and delirium, and 1 psychopathic personality. 
In all cases previous shock therapy—electric, leptazol, 
and insulin—had been unsuccessful. In most cases 
frontal leucotomy was performed either before or, in 
unsuccessful cases, after parietal leucotomy. Moderate 
improvement was obtained only in 2 cases of schizo- 
phrenia, in which parietal leucotomy was the only 
surgical intervention. In view of the severity of the cases 
treated, it would be rash to condemn this method on the 
strength of the poor results obtained in this series. 

A. Lilker 


2150. Out-patient Electric Convulsion Treatment 
W. P. MALLINSON: British Medical Journal (Brit. med. 
J.] 2, 641-645, Oct. 2, 1948. 


A report is given on the result of electric convulsion 
therapy in two clinically mixed groups of out-patients at 
St. George’s Hospital. Figures are given-for 2 periods: 
(1) from the inception of this treatment in the out-patient 
department in November, 1941, to 1946; (2) for the 
12 months, September, 1946, to August, 1947. A 
follow-up study by letter was made of 150 patients treated 
in the first period, 85 of whom replied. Some of these 
had received treatment for 2 to 4 years and more, and the 
minimum period was 9 months; 64% of this group, 
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78 (92%) of whom were diagnosed as depressive, were 
discharged recovered or much improved, 6 had relapsed, 
and 6 had subsequently recovered. The average number 
of treatments was 5. Sixty-nine were able to live at 
home during and after the treatment; 16 were referred 
elsewhere for further treatment and 5 stopped treatment 
because of fear and dislike of it. In one other case 
treatment was stopped because of the patient’s cardiac 
condition, and in two others owing to external circum- 
stances. The majority continued to work satisfactorily. 

The second group comprised 170 patients, 103 women 
(89 with depression) and 67 men (56 with depression) of 
whom 53% and 57% respectively recovered or greatly 
improved. One case of fracture of a dorsal vertebra 
occurred. Treatment was usually given twice weekly. 
Altogether 131 patients were able to remain at home 
during and after treatment, and 26 were referred else- 
where for psychiatric treatment. The author stresses 
the need for rigorous selection of cases and warns 
against indiscriminate use of the treatment and in 
particular against neglect of social, sedative, and psycho- 
therapeutic measures. Depression is the prime indica- 


tion. Early treatment is important. Suitability for 


out-patient electric convulsion therapy is related very 


largely to the social background and circumstances of the . 


patient. This is discussed in detail. The author believes 
that at present there is no adequate substitute for 

electric convulsion therapy in the treatment of depression. 
E. W. Anderson 


2151. Modification by Curare of Circulatory Changes 
During Electrically Induced Convulsions in Man. A Note 
on d-Tubocurarine 

M. D. ALTSCHULE and K. J. TILLoTsoN. Archives of 
Neurology and Psychiatry [Arch. Neurol. Psychiat., 
Chicago] 59, 469-475, April, 1948. 3 figs., 5 refs. 


Following the observations of Cleckley and his co- 
workers. that rises in blood pressure during electro- 
convulsive therapy (E.C.T.) were diminished by curare, 
this study of the venous pressure and the electrocardio- 
gram (ECG) was made in 10 patients with depression, 8 
of whom were women. Their ages ranged from 39 to 79, 
but only one was less than 57 years old. The average age 
was 65. Observations were made during 88 electro- 
convulsive treatments. A 19-gauge needle was inserted 
in an Antecubital vein for measurement of the 
venous pressure. Electrocardiograms were taken with 
the 3 standard leads before and after injecting curare and 
again at the end of the seizure. The venous pressure was 
‘observed continuously for several minutes before 
curarization and for 45 to 60 seconds after the convulsion 
had ceased. The curare was administered in doses of 
0-4 to 0-55 unit per Ib. (0-45 kg.) body weight over 60 to 
70 seconds. Convulsions were induced not less than 1 
minute or more than 3 minutes after the end of the 
injection. ‘ Intocostrin ’’ was used in 27 treatments on 
4 patients and d-tubocurarine ‘in 61 treatments on 7 
patients, and for 1 patient both drugs were used at 
different times. 

The initial venous pressure was normal in 78 experi- 
ments (4 to 10 cm. of water); in 5 patients, however, 


pressure was raised (11 to 20 cm. water) in 10 out of 
44 observations. In these cases after curare the pressure 
fell to normal limits. In 33 other cases a decrease of 
1 to 5 cm. from an initial normal value occurred. The 
over-all average decrease was 2:5 cm. water.. When the 
convulsions began the venous pressure rose by between 
11 and 50 cm., average 23 cm. In 42 experiments the 
rise continued during the seizure but in 46 the initial 
rise was followed by a fall. The amount of rise was 
usually half as great as in non-curarized patients, but* 
much overlapping of values was found. The convulsions 
averaged 12 seconds longer in the curarized patients than 
in the non-curarized. At the end of the seizure the 
venous pressure was still slightly above control level. 

The changes observed in the electrocardiogram re- 
sembled those already reported in non-curarized patients, 
but were in general. less prominent. An apparent 
exception was the more frequent occurrence of ventricular 
premature beats after seizures in curarized patients. The 
authors find this difficult to interpret, since in any case 
the patients were mostly elderly. The tentative suggestion 
is made that to such patients quinidine might be given 
before treatment. Curare thus seems to minimize 
unfavourable effects from E.C.T. in patients with cardio- 
vascular disease. 

Although intocostrin and d-tubocurarine seemed 
equally effective, the occurrence of alarming symptoms of 
respiratory distress on 4 occasions after the former and 
the absence of such with the latter in this study suggests 
that d-tubocurarine is preferable. Other complications 
included lung abscess in one case and fracture of a 
thoracic vertebra in another. E. W. Anderson . 


2152. Fallin Plasma Protein Level Associated with Rapid 
Gain in Weight During Course of Electroshock Therapy 
M. D. ALTsCHULE, J. E. Curve, and K. J. TiLLorson. 
Archives of Neurology and Psychiatry [Arch. Neurol. 
Psychiat., Chicago] 59, 476-480, April, 1948. 2 figs., 
4 refs. 


Remissions after electroconvulsive therapy (E.C.T.) in 
patients with depression usually begin with a gain in 
body weight, the underlying mechanism of which is 
obscure. In an attempt to elucidate this the authors 
studied 9 patients (5 men, 4 women) of ages ranging from 
21 to 57 years. Haematocrit values and plasma protein 
levels were determined thrice weekly, the latter by the 
copper sulphate method. Patients were also weighed 
on these days. Five patients who improved notably 
after E.C.T. gained 3 to 7 lb. (1-35 to 3-15 kg.) during the 
period of treatment. In all these patients the plasma 
protein level fell by an average of 0-71 g. per 100 ml. 
during the period of most rapid gain in weight. In one 
patient neither the clinical improvement nor the gain in 
weight was maintained and the plasma protein level, 
after a fall, rose to the initial level. In 3 others the 
protein level rose after the initial decrease despite 
maintenance of the gain in weight. Except in one case no 
significant changes were observed in the haematocrit 
readings. Four patients without either clinical improve- 
ment or gain in weight showed fluctuation in the plasma 
protein level, with if anything a tendency to an increase. 


an tet 


ate OO 


PSYCHIATRY | 625 


The authors suggest in interpretation of these findings that 
haemodilution possibly related to an earlier dehydration, 
the result of the psychosis, might be a factor, but such 
dehydration is by no means invariable and was considered 
from clinical findings to have been present in only one 
of their series. The possibility that over-compensatory ~ 
retention of water was a factor is considered, but dis- 
missed on the basis of the haematocrit readings. Since 
an increase in the volume of extracellular fluid has been 
observed during E.C.T. this possibility was considered, 
but, since such a transfer of protein is transitory and since 
in any case the pattern of change observed differs from 
that found in this study, this interpretation seemed in- 
adequate. The character of the changes observed was, 
however, similar to that seen in patients who, after a 
period of depletion, begin to store tissue protein. 
W. Anderson 


2153. Reflex Studies in Electroshock Treatments 

N. SAvitsKY and W. KARLINER. Archives of Neurology 
and Psychiatry [{Arch. Neurol. Psychiat., Chicago] 59, 
481-484, April, 1948. 13 refs. 


The authors found plantar areflexia lasting for 2 to 18 
minutes after electroconvulsive therapy in 93-8% of 500 
treatments in 79 patients between 25 and 58 years of age. 
The patients were mostly suffering from depression; there 
were 12 schizophrenics. Before treatment plantar 
responses were normal in 418 tests and poor in 58, and 
Babinski’s sign was present in 21 tests; in 3 instances the- 
same patient showed a unilateral Rossolimo sign, which 
disappeared after the convulsion, was replaced by plantar 
areflexia for 2 minutes, and followed by a bilateral 
Babinski sign for the same time. In each patient 
reflexes in the lower limbs were increased for 1 to 2 
minutes after treatment. In 90% ankle clonus was 
present. In some patients there was a Babinski sign 
after some treatments and plantar areflexia after others. 
In 25-6% of the 500 treatments a Babinski sign was noted 
after short variable periods of plantar areflexia. 

Petit mal seizures were not followed by any change in 
the plantar responses in 18 instances. The question 
whether the electric convulsion is physiologically identical 
with the epileptic fit is raised, since the latter is nearly 
always followed by a positive Babinski sign. The high 
incidence of plantar areflexia in this series suggested that 
they were not identical. E. W. Anderson 


2154. Sleep-Electroshock Therapy of the Psychoses — 
H.S. RuBInstein. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago] 59, 517-522, April, 
1948. 6 refs. 


To avoid the apprehensiveness shown by some patients 
towards orthodox electroconvulsive therapy the author 
induces sleep before the passage of the electric current. 
Intravenous “* pentothal ”’ (thiopentone) sodium, usually 
4 to 8 ml. of a 5% solution, is given over,a period of about 
1 minute. Sometimes a 2 to 5% solution is administered 
very slowly (1 ml. per minute) and utilized also for psycho- 
therapy. While the patient is asleep the minimum 
convulsant dose of current (70 to 130 volts for one-tenth 

M—2s 


to one-fifth second) is given. The intensity of the 
reaction can be controlled by the depth of the anaes- 
thesia. But in view of the dangers of the simultaneous 
employment of barbiturates and electricity, both of which 
affect the respiratory centres, care must be taken not to 
pass the current when the corneal reflex is absent. 
Twenty-seven patients have been treated by this method, 
and 2 cases are reported. The results compare favour- 
ably with those obtained by the orthodox technique. 
The method has proved especially useful in aged subjects 
and in those who had previously sustained vertebral 
fractures. No complications of the treatment have been 
observed. E. W. Anderson 


2155. Treatment of Psychoses with Bilateral Ablation 
of a Focal Area of the Frontal Cortex 

R. G. HEATH and J. L. Poot. Psychosomatic Medicine 
[Psychosom. Med.] 10, 254-256, Sept.—Oct., 1948. 3 
refs. 


Bilateral ablation of different areas and combinations 
of areas of the frontal cortex was carried out in 24 chronic 
psychotic patients; 24 controls were also made to feel 
they had had special treatment. Two important facts 
emerged. (1) In all the patients in whom there was 
definite improvement, Brodmann areas 9 and 10 were 
included in the removal. (2) Patients who had large 
surface areas of cortex removed (more than the sum of 
two large Brodmann areas) often developed the tactless- 
ness, irresponsibility, and lack of remorse that frequently 
follow conventional leucotomy. Of the patients 
operated on 11 left hospital, compared with 2 controls. 
In 23 other chronic cases areas 9 and 10 were removed, 
and of the 15 patients followed-up for more than 3 
months, 13 left hospital, 10 functioning at their old 
capacity. The operation as now performed consists of 
removal of posterior area 10 and anterior area 9. 

The beneficial effects are due to an alteration of the 
affective response. Affect is not noticeably blunted, but 
is readily and more appropriately discharged. Abstract 
thinking shows little or no impairment. The specific 
effect of the operation “. . . is to alter the affective 
response so that tensions do not accumulate, thereby 
making regressive reparative behavior unnecessary ”’. 
This is the basic consideration in selection of cases for 
operation, the criterion being appropriateness of affect 
to ideation. Thus prognosis is favourable in agitated 
depressives and the agitated involutional paranoid. 
Schizophrenics are more likely to be suitable for opera- 
tion before deterioration has set in, generally in the 
earlier stages. Further study of the effects in mania is 
necessary; the result was unsatisfactory in the one patient 
with intense elation on whom the authors operated. 
One psychopath, of the type with considerable tension 
precipitating outbursts of psychopathic behaviour, was 
operated on with gratifying results. Operation should 
not be recommended in the neuroses except in the most 
severe cases resistant to intensive psychotherapy. When 
the psychotic symptoms are removed by operation, the 
patient shows the same basic personality traits as he had 
before his illness. W. Forster 
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Infectious Diseases 


VIRUS INFECTIONS 


2156. Meningo-encephalitis in Man due to the Louping- 
ill Virus 

G. Davipson, C. NEUBAUER, and E. W. Hurst. ~ Lancet 
[Lancet] 2, 453-457, Sept. 18, 1948. 1 fig., 12 refs. 


Louping-ill occurs naturally in sheep on hill farms in 
certain areas of Scotland and the border counties of 
England, and has been shown to be due to a virus con- 
veyed by the sheep tick. In the past, 6 human cases 
have been described in laboratory workers handling the 
virus, in 4 of which the diagnosis was confirmed by serum- 
virus neutralization tests. The 2 cases described in this 
paper are the first recorded human cases assumed to 
have been acquired naturally outside the laboratory. 

A few days after a tick bite in an endemic area the 
illness begins with malaise, headache, and fever, which 
continue for about a week. After an afebrile period of 
one or two weeks the symptoms return with increased 
intensity—severe headache with fever, vomiting, brady- 
cardia, drowsiness, insomnia, confusion, and possibly 
tremors and ataxia. Physical signs are relatively few, 
but miay include neck stiffness, papilloedema, and cranial- 
nerve palsies. The symptoms have largely cleared up 
within a week. Lumbar puncture reveals a clear or 
slightly blood-stained fluid with a normal or slightly 
raised protein value and a pleocytosis of 50 to 500 cells 
per c.mm., predominantly lymphocytes. 

Both the present cases occurred in sheep-farmers, and 
in one of them the manifestations were more severe than 
any previously recorded and included pyramidal signs. 
The patient was left with a residual stoop in his gait, with 
failure to swing the right arm and a right extensor 
response. The other case was associated with a cere- 
brospinal-fluid cell content of 848 per c.mm. (81% 
polymorphonuclears) and a paretic Lange curve. 

The authors quote evidence showing a striking simi- 
larity in clinical effects, modes of transmission, and 
immunological responses between louping-ill and Russian 
spring—summer encephalitis. A.M. Stewart-Wallace 


2157. Post-vaccinal Encephalitis. (Uber Encephalitis 
postvaccinalis) 

C. pe Lance. Acta Paediatrica [Acta paediatr., 
Stockh.] 35, 281-304, 1948. 4 figs., 15 refs. 


In this paper 3 fatal cases of post-vaccinal encephalitis 
in children are described. They occurred in the province 
of Noord-Brabant, Holland, in May, 1947, during an 
epidemic of this disease after compulsory vaccination of 
the population when a case of smallpox had been reported 
in a neighbouring Belgian town. All cases occurred 
after first vaccinations. 

The author describes in great detail the histology of 
the brains of the 3 children, and concludes that there are 


three stages in the pathological picture: first, hyperaemia 
and infiltration of some vessel walls with lymphocytes 
and a few plasma cells; secondly, rarefaction of the 
parenchyma around the veins, perivascular lymphocytic 
reaction, and beginning glial reaction; and, finally, 


perivascular reactive gliosis masking the previous — 


rarefaction, and demyelinization. Her findings in one 
of the cases lead her to suggest that gliosis precedes 
demyelinization. All parts of the brain may be affected 
by this disease, including the grey matter, and the old 
name of “ leuco-encephalitis ”’ is therefore misleading. 
On the other hand, the process may not be diffuse, and 
large areas may be spared altogether. The question 
whether the encephalitis is caused by the vaccinia virus, 
or whether vaccination activates another virus already 
present, or finally whether it is the result of an antigen- 
antibody reaction, could not be answered by these 
histological investigations. Marianna Clark 


2158. Generalized Vaccinia. A Study of Fifteen Cases 
H. S. Mustarp and P. W. HENDRICK. Journal of 
Pediatrics [J. Pediat.] 33, 281-294, Sept., 1948. 2 figs., 
14 refs. 


This study was made with a view to encouraging the 
general practitioner and paediatrician to use such 


prophylactic measures when vaccinating as will reduce . 


generalized vaccinia to a minimum. 

The patients studied consist of 15 out of 36 cases of 
vaccinia during a smallpox epidemic when 6,000,000 
people were vaccinated. Four cases are reported in 
detail. Most patients with generalized vaccinia manifest 
an underlying chronic dermatosis. It frequently occurs 
in non-vaccinated subjects exposed to vaccinia virus, and 
is commoner after primary vaccination than after 
secondary. The incubation period may be from 1 day 
to 20 days. The diagnosis usually rests upon the history 
and the presence of multiple pustular umbilicated lesions, 
asymmetrically distributed. The differential diagnosis 
is discussed. The course of the disease is frequently 
rapid. The appearance of multiple umbilicated pustules 
6 to 10 mm. in diameter is followed by fever, prostration, 
and regional adenopathy. On the second day the lesions 
spread and the fever and prostration increase. The 
pustules often coalesce and break down, leaving a 
denuded area. Crusting of the pustules occurs between 
the sixth and twelfth days. There is little scarring except 
in eczematous areas. It must be assumed that in 
vaccinia as in vaccination there is a haematogenous 
dissemination of the virus. The consequent presence of 
the virus in the nose and throat secretions is a source of 
infection for others. Treatment consists in suppression 
and prevention of secondary infection with parenteral 
penicillin, saline compresses, and penicillin ointment, 
removal of allergenic food from the diet, prevention 
of further auto-inoculation by restraining infants 


626 


al 


fr 

al 

Ca 

in 

( 

st 

th 

| 

t 

h 

Cc 

i 

\ 

i 

I 

( 

« 

I 

\ 

| | 


RICKETTSIAL INFECTIONS. _ 627 


from scratching, and maintenance of adequate hydration 
and electrolyte balance. 

To avoid generalized vaccinia the following pre- 
cautions should be taken: (1) Patients with eczema and 
burns should not be vaccinated, nor should they remain 
in the same household with those recently vaccinated. 
(2) Post-vaccination complications in atopic eczema 
strongly suggest the advisability of vaccination during 
the first few months of life before the onset of most 
allergic conditions of the skin. (3) It is important that 
every individual being vaccinated against smallpox be 
questioned concerning active eczematous conditions 
in himself or in members of his household. In the first 
case vaccination should be postponed until subsidence of 
the eczema; in the second, the vaccinated individual 
should live apart from the eczematous individual until 
completion of the vaccination reaction. 

B. S. P. Gurney 


2159. Poliomyelitis in Families Attacked by the Disease. 
I. Distribution of Virus in Stool and Oropharynx of 
Members in Households 

H. A. WENNER and W. A. TANNER. American Journal of 
the Medical Sciences [Amer. J. med. Sci.| 216, 258-269, 
Sept., 1948. 5 figs., 18-refs. 


The purpose of this report is again to draw attention to 
the widespread distribution of poliomyelitis virus in 
households attacked by the disease. Material was 
collected during an outbreak in Kansas in 1946, when 
5 families, representing 24 persons—10 adults and 14 
children—were studied. Poliomyelitis virus was detected 
in the stools of 4 of the adults, and, of these, 2 harboured 
virus in the oropharynx. Virus was found in the stools of 
13 of the children, and in 5 of these virus was also detected 
in the oropharynx. Of the 10 adults, 7 had some com- 
plaint, presumably a manifestation of poliomyelitis. 
Of the 14 children, 7 had paralytic and 7 abortive attacks 
of the disease. It will be observed that virus was 
detected in the throat of 4 out of 7 paralysed patients, 
but in only 1 out of 7 with abortive illnesses. Virus wds 
present in this site for only a few days after the onset 
of symptoms. 

The situations that determine a widespread seeding of 
virus in a family are not known, but a common vehicle is 
more likely than a common person. A. J. Rhodes 


2160. Trends in Age Distribution of Poliomyelitis in the 
United States 
C. C. Dauer. American Journal of Hygiene [Amer. J. 
Hyg.} 48, 133-146, Sept., 1948. 2 figs., 19 refs. 


The fundamental data used are the numbers of 
reported cases of poliomyelitis and of deaths from polio- 
myelitis in 5 Northern and 5 Southern States (white 
population only for the Southern States) at ages under 5, 
5 to 9, 10 to 19, and 20 and over, in quinquennial 
calendar groups from 1920-4 to 1940-4 (in some, from 
1915), and mean morbidity and mortality rates in age 
groups. The numbers of reported cases per death in 
age groups are also tabulated. The conclusions reached 
are: The percentage of both cases and deaths has de- 


creased in the age group under 5 years and increased in 
the other age groups. There has been no consistent 
change in morbidity rates since 1920, and mortality rates 
have decreased only in the under-5 age group. The 
number of cases per death has increased in all age 
groups, but to a greater extent in the younger than the 
older age groups. There is evidence that the disease has 
become less frequent in early childhood, but nothing to 
indicate that it is becoming commoner in older people. 
Any apparent change may be due to changes in age 
composition. Major Greenwood 


See also Section Microbiology, Abstract 1932. 


RICKETTSIAL INFECTIONS 


2161. The Tropical Rat Mite, Liponyssus bacoti, as an 
Experimental Vector of Rickettsialpox . 

C. B. Puitie and L. E. HuGHes. American Journal of 
Tropical Medicine {Amer. J. trop. 28, 697-705, 
Sept., 1948. 1 fig., 4 refs. 


The infective agent of rickettsialpox, Rickettsia akari, 
has been found to be mite-borne, infection occurring 
naturally in Allodermanyssus sanguineus. In the experi- 
ments described the potentialities of the tropical rat 
mite, Liponyssus bacoti, as a vector of R. akari were 
investigated. This mite, probably spread as a com- 
mensal of rats and mice, is much more widely distributed 
than A. sanguineus, and can attack man. Infected mice 
were exposed to uninfected mites, which after the death 
of the hosts were allowed to feed on uninfected test mice. 
Evidence was thus obtained that L. bacoti can act as a 
vector in the mouse-to-mouse transmission of R. akari. 
The infectivity of some mice which failed to show signs 
of illness was demonstrated by passage of tissue pools to 
fresh mice. A high percentage of negative results 
indicated that this mite was not a good vector. In earlier 
experiments no attempt was made to prevent the mice 
from feeding on infected mites, but one successful trans- 
mission to baby mice, which could not have fed on them, 
clearly indicated that in this case infection was trans- 
mitted by bite. Infection was also passaged by nymphal 
progeny, indicating transovarian passage of the infective 
agent. J. L. Markson 


2162. Rickettsia wolhynica and the Diagnosis of Trench 
Fever by Louse Tests. (Uber Rickettsia wolhynica und 
die Diagnose des Wolhynischen Fiebers durch den 
Lauseversuch 

F. Weyer. Zentralblatt fiir Bakteriologie, Parasiten- 
kunde, Infektionskrankheiten (Abteilung 1, Originale) 
[Zbl. Bakt. 1. Abt. Orig.] 152, 403-414, 1948. 16 refs. 


The following aspects of the problem are considered: 
(a) behaviour of Rickettsia wolhynica in men and 
experimental animals; (6) normal behaviour of R. 
wolhynica in body (clothes) lice; (c) behaviour of R. 
wolhynica under experimental conditions; and (d) 
technique and results of diagnosis of the disease by louse 
tests. Experiments on the feeding of lice on patients 
with trench fever established the possibility of xeno- 
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diagnosis. In 48 out of 146 cases the parasite was 
isolated by this test, which was also useful in the diagnosis 
of many doubtful cases. After the louse has fed on the 
- human host, the parasites appear in its body in 4 to 
9 days. Some parasitic strains found by louse tests were 
maintained in more than 50 continuous louse passages for 
over 3 years. No laboratory animals could be infected 
with the parasites, but they were successfully transmitted 
to head lice and ticks (Ornithodorus moubata), and culti- 
vated on the allantois of incubated hen’s eggs. Rickett- 
siae from the isolated stomachs of infected lice were 
successfully transmitted to other lice 2 weeks after the 
explantation. Viable rickettsial cultures were grown 
from dried louse stomachs stored for 219 days; re-infection 
of body lice was possible by the rectal route with material 
from dry louse faeces stored for 2:5 years. H. P. Fox 


2163. Killing of Typhus Rickettsiae by some Washing 
and Disinfecting Agents. (Abtétung von Fleckfieber— 
Rickettsien durch einige Wasch- und Desinfektionsmittel) 
A. Scuiote. Zentralblatt fiir Bakteriologie, Parasiten- 
kunde, und Infektionskrankheiten (Abteilung 1, Originale) 
[Zb/. Bakt. 1 Abt. Orig.] 152, 414-419, 1948. 1 ref. 


One of the two strains of body lice used in these experi- 
ments, a large species with strongly pigmented body, was 
found to be resistant to artificial Rickettsia infection. 
Among 8 washing, dry-cleaning, and disinfecting agents 
2 (carbon tetrachloride and benzene) did not kill Rickett- 
sia in dry louse faeces after one hour; washing (25%) 
ammonia, carbon disulphide, ether, cresol, tetramine, and 
ethylene chloride destroyed the parasites in 7 minutes. 
Exposure to dry heat at 39 to 40° C. destroyed Rickettsia 
in 1 hour. Hi. P. Fox 


2164. para-Aminobenzoic Acid in the Treatment of 
Rocky Mountain Spotted Fever. A Report of Its Use in 
17 Cases 
S. Ross, P. A. McLENDON, and H. J. Davis. Pediatrics 
[Pediatrics] 2, 163-174, Aug., 1948. 3 figs., 17 refs. 


para-Aminobenzoic acid (PABA) was used in 17 cases 
of Rocky Mountain spotted fever during the summers of 
1946 and 1947. There were no deaths and morbidity 
and degree of toxicity were reduced. Early initiation of 
PABA therapy improved the response, and if administra- 
tion is started before the seventh but preferably before 
the fifth day of disease a favourable result can be expected. 
On the average 0-9 g. per kilo body weight in 24 hours, 
in 2-hourly divided doses, was satisfactory in children. 
Leucopenia without granulocytopenia was one of the 
few toxic manifestations. Beryl Twyman 


BACTERIAL INFECTIONS 


2165. Vascular Lesions in Diphtheria. (Lesioni vasali 
nella difterite) 

L. Ctrio. Pathologica [Pathologica] 40, 
May-June, 1948. 5 figs., 13 refs. 


Material from 5 cases of diphtheria which came to 
necropsy was examined. Most smaller vessels showed 


145-154, 


congestion, and some showed thrombotic phenomena. 
Intimal proliferation which stained well with sudan was 
quite common. Perivascular small-celled infiltration, 
oedema, and congestion are almost constant features. 
In one particularly severe case there was much peri- 
vascular haemorrhagic infiltration which involved heart, 
liver, kidneys, and an adrenal. E. Neumark 


See also Section Hygiene and Public Health, Abstract 
1751; Section Pathology, Abstract 1887; and Section 
Microbiology, Abstract 1945. 


2166. Murine Leprosy: Study of Pathogenesis and 
Evolution in the Rat Inoculated Intraperitoneally. (Lepra 
murina: estudo patogenico evolutivo no rato inocilado 
por via peritoneal) 

W. A. Hapter and A. C. Mauri. Revista Brasileira 
de Leprologia (Rev. brasil. Leprol.] 16, 139-183, Sept., 
1948. 52 figs., 45 refs. 


After a brief reference to earlier work, the authors 
describe their study of leprous lesions experimentally 
produced in rats. They used 265 rats, aged 30 to 50 
days, most of which belonged to the McCollum or 
Wistar breeds, while some were bred in the laboratory 
from Rattus norvegicus. 

To obtain Mycobacterium leprae the authors infected 
rats experimentally and then removed from them 
leprous nodules and internal organs, which were tri- 
turated. The triturated material was diluted 1 in 20 
with glycerin and normal saline and kept at 4°C. The 
turbidity of the bacterial suspension corresponded to 
No. 5 of the MacFarland scale. This suspension was 
inoculated intraperitoneally, usually in single doses of 
0-5 ml. per rat, with some variations of this dose. Rats 
were killed daily up to the twentieth day, every 5 days up 
to the hundred and eightieth day, and thereafter every 
15 days. 

The organisms inoculated spread either by way of the 
lymphatics or blood or “‘ by contact’, through the 
abdominal, mediastinal, and other organs. The general 
course of the lesions produced was proliferation of the 
reticulo-endothelial elements, followed by the differentia- 
tion of “‘ lepra cells’’. These increased in numbers to 
form an infiltration, which later became delimited to form 
leprous nodules. Lesions in the abdominal organs, 
thoracic cavity, and bone marrow are in turn described. 

In the peritoneum the primary reaction is an exudate 
of white blood cells, chiefly neutrophils, with fewer 
lymphocytes and still fewer monocytes. These are 
followed by endothelial and reticular macrophages from 
the reticulo-endothelial system which, by the fourth or 
fifth day, outnumber the blood cells. This primary 
phase is followed by the appearance of subserous lepra 
cells in the tunica propria of the peritoneum. These 
increase in numbers and by the eighth day form leprous 
nodules visible microscopically. By the hundred and 
twentieth day these have become actual “ tumours ”’ of 
variable size which show necrosis and central dis- 


sociation. 


Myco. leprae appear in endothelial cells of lymphatic 
sinuses of the mediastinal and retroperitoneal lymph 
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nodes 24 hours after inoculation of the infective material. 
Lepra cells increase here in numbers, invading larger 
areas and, by the fifth and sixth days, nodules are 
formed. Little change occurs until the forty-fifth to the 
fiftieth day, except that the numbers of the bacteria 
decrease from the fifteenth day; but the nodules then 
increase in size, fusing with one another, and the numbers 
of the bacteria increase again. By the hundred and 
fiftieth day necrosis and autolysis are evident in the large 


‘nodules. In the liver Myco. leprae are present in the 


Kupffer cells by the tenth day. At about the twentieth 
day lymphoid cells are infiltrating around the blood 
vessels and by the twentieth to twenty-fifth day Myco. 
leprae are present in these infiltrations. Nodules are 
formed by the twenty-fifth day. There is little change 
until the hundredth day, when necrosis and autolysis 
appear in the nodules. In the spleen Myco. leprae are 
present in the endothelium of the venous sinuses and in 
the reticular cells of the red pulp 1 to 3 days after inocula- 
tion of infective material. The structure of the spleen 
is not altered, but nodules appear by the thirtieth day 
in the white and red pulp. These lesions become 
stationary and the bacteria in them are few. No 
lesions were found in the kidneys, but there was leprous 
infiltration of its capsule and of the perirenal fat. There 
was some “ degeneration”’ of the parenchyma by the 
hundred and fiftieth day. In the lungs Myco. leprae 
appeared in the interstitial cells on the first day after 
inoculation. By the thirtieth day there was proliferation 
of the adventitial cells of the blood vessels and small 
lymphatic follicles of the bronchi. Nodules appeared 
about the hundred and twentieth day. 

In the bone marrow reticular cells containing Myco. 
leprae are found after the first day. By the thirtieth day 
infiltrations and nodules appear. The bone-marrow 
lesions may be large and deep and bone tissue may be 
destroyed by them. Lesions in the medullary canal 
may compress haematopoietic tissue and cause anaemia 
and areas of myeloid neoplasia in other organs. 

G. Lapage 


2167. Experimental Chemotherapy of Leprosy. Em- 
ployment of Murine Leprosy as a Test of Experimental 
Control of Chemotherapeutic Compounds. (Quimio- 
terapia experimental da lepra. Aplicagéo da lepra 
murina como test de controle experimental de compostos 
quimioterapicos; preconizagado de um método) 

W. A. HADLER and A. C. Mauri. Revista Brasileira de 
Leprologia [Rev. brasil. Leprol.) 16, 191-200, Sept., 1948. 
Bibliography. 


Seeking a method for the experimental study of drugs 
likely to be useful for the treatment of human leprosy, 
the authors discuss the literature and suggest a method of 
using murine leprosy based on their study of this disease 
described in the paper abstracted above (Abstract 2166). 
They discuss the validity of their method in relation to 
those of others. It is realized that results obtained with 
murine leprosy apply only to that disease, that they may 
be applicable only partially to human leprosy, and that 
it may not be possible to treat man with some of the 
drugs which can be used for the treatment of rats. 


Briefly their technique is to inoculate rats aged 30 to 
50 days (40 to 70 g. in weight) with the suspension of 
Mycobacterium leprae obtained by the authors’ method 
(see Abstract 2166), the rats being used in groups of 36, 
24 being treated with the drugs to be tested, and 12 being 
given the bacterial suspension only. Treatment begins 
6 days after inoculation of the bacterial suspension, by 
which time leprous nodules are delimited in the retro- 
peritoneal and thoracic lymph nodes. On the ninetieth 
day after the first dose of the drug the first rats and 
their corresponding controls are killed, others being 
killed every 30 days or at longer intervals. The thera- 
peutic effects of the drugs are estimated by reduction in 
the size of the lesions or their ulceration and by the 
general course of the disease. There should be previous 
study of the toxic dose of the drugs used, the degree and 
speed of their absorption by various tissues, the relation 
of the dose to the concentration of the drug in the blood, 
the time required for its elimination, and other data of 
this kind. The drug should be given every day or even 
twice a day in maximum non-toxic doses. Heavier 
rats should be given higher doses and all the doses _ 
should be several times higher than those given to man, 
The mode of administration most likely to produce rapid 


concentration of the drug in the blood and maintenance 


of this concentration is by a combination of intraperi- 
toneal administration and addition of 0:5% of the drug 
to the diet. G. Lapage 


2167s. Postdiphtheric Nervous Complication, and a 
Comparison between Polyradiculitis of Diphtheric Origin 
and that Due to Other Causes. [In English.] 

M. Hertz and P. TuyGesen. Acta Psychiatrica et 
Neurologica [Acta psychiat., Kbh.] Suppl. 44, 5-66, 
1947. 3 figs., 36 refs. 


2168. Treatment of the Typhoid Carrier State. Trial of 
Two Chemotherapeutic Procedures 

R. F. Korns and R. E. TrusseLt. Journal of Laboratory 
and Clinical Medicine {J. Lab. clin. Med.} 33, 1150-1154, 
Sept., 1948. 2 figs., 7 refs. 


This paper records the results of two studies which 
failed to confirm previously published favourable reports. 
In the first study 21 chronic typhoid carriers were treated 
with the tin compound, heptadecylaldehyde stann- 
oxystearate (“ aldestan’’), after the manner of Reitler 
and Marberg (Trans. R. Soc. trop. Med. Hyg., 1943, 36, 
305). No effect could be demonstrated on the organisms 
in the stools of 21 carriers. In the second study the value 
of penicillin and sulphathiazole was examined (D. W. 
Bigger, Lancet, 1946, 1, 81; and C, H. Comerford et al., 
ibid., 1946, 2, 243). In all the 8 carriers tested the 
organisms disappeared from the stools, but in every 
instance they reappeared after the cessation of treat- 
ment. 

The authors conclude that the only therapeutic 
measure of proved value for the eradication of the 
typhoid carrier state is cholecystectomy, which in New 
York State has been successful in 68% of cases. It is 
possible that penicillin and sulphonamides have some 
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application in carrier states persisting after cholecystec- 
tomy, or in the carrier state early in its development 

during convalescence from typhoid fever. 
[“* Negative’ results of this kind are valuable and 
should be published more frequently. ] 
; Maurice Mitman 


2169. Fulminating Meningococcic Infections and the so- 
called Waterhouse—Friderichsen Syndrome 

J. H. FERGUSON and O. D. CHAPMAN. American Journal 
of Pathology [Amer. J. Path.] 24, 763-795, July, 1948. 
12 figs., 12 refs. 


The peripheral circulatory failure of the Waterhouse— 
Friderichsen syndrome is due to overwhelming infection 
causing damage to vessels, with haemorrhages and 
thromboses. The adrenal haemorrhages are incidental 
and inconstant (in 7 of the 16 cases they were absent). 
The authors suggest that the eponymous nomenclature 
should be discarded. D. M. Pryce 


2170. The Treatment of Pneumococcal Meningitis 
without Intrathecal Penicillin 

G. H. Lowrey and J. J. QuILLIGAN. Journal of Pedia- 
trics Pediat.] 33, 336-341, Sept., 1948. 16 refs. - 


It has been shown that the intrathecal administration 
of penicillin is not without danger, though it is generally 
employed in the treatment of pneumococcal meningitis. 
The layers of the meninges are richly supplied with blood 
vessels and lymphatics and the maintenance of a high 
concentration of the therapeutic agent in the tissues can 
best be effected by maintaining adequate levels in blood. 
The authors report treatment of 17 cases of pneumo- 
coccal meningitis without intraspinal penicillin, and of 
5 cases with systemic and intrathecal medication. The 
patients varied in age from 6 weeks to 63 years. In 
all cases cultures from the cerebrospinal fluid were 
positive. 

Treatment was prescribed for each patient individually, 
careful observation during the first 24 to 48 hours of 
illness with repeated lumbar punctures and bacteriologi- 
cal examination of the fluid being used as a guide. 
Sulphonamides were considered as important as penicillin 
in therapy. The sulphonamide used in this series was 
sulphadiazine, and the average amount given to infants 
and children was 0-2 g. per kilo body weight per day. 
For adults the average dose was 6 to 8 g. per day. Most 
patients received the drug for periods longer than 2 
weeks. Ten patients (Group A) received an average 
-intramuscular dose of 120,000 to 160,000 units of intra- 
muscular penicillin daily, and a few also received 10,000 
to 30,000 units intravenously at the beginning. Seven 
patients (Group B) had a daily intramuscular dose of 
320,000 to 400,000 units, and several had 100,000 to 
200,000 units initially intravenously. These amounts 
were used regardless of age and were given at 3-hour 
intervals. Five patients (Group C) were given intra- 
thecal penicillin in doses of 10,000 to 15,000 units once 
or twice a day for an average of 4 days, in addition to 
systemic injections. The average duration of therapy 
was 30 days in Group A and 22 days in Group B. 


Of 17 patients in Groups A and B, 14 recovered, 2 with 
severe mental retardation. None had a relapse. The 
results were favourable regardless of the site of the 
primary focus and the result was not influenced by the 
duration of the primary infection. Age had little effect 


, on the prognosis, but all patients with subsequent brain 


damage were less than 1 year old. The prognosis was 
not influenced by the type of pneumococcus. Results 
obtained in Group C are not significant because of the 
small number of patients, but the impression of a poor 
effect was obtained. In one case, however, intrathecal 
penicillin appeared to assist in rendering a persistently 
positive spinal fluid culture negative. It appeared that 
the larger doses of antibiotic gave the better results, but 
the penicillin used in these cases was of more recent 


' production. It is concluded that intrathecal administra- 


tion should be reserved for those cases which do not 
respond to adequate systemic therapy. 
B. S. P. Gurney 
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2171. Streptomycin in Experimental Tuberculosis. II. 
Response in Guinea Pigs Infected with Strains of Varying 
Degrees of Streptomycin Resistance 

W. STEENKEN and E. WoLINSKy. American Review of 
Tuberculosis [Amer. Rev. Tuberc.] 58, 353-362, Sept., 
1948. 3 figs., 11 refs. 


The correlation between in vivo and in vitro resistance of 
tubercle bacilli to streptomycin was investigated by 
treating with this drug guinea-pigs (a) infected subcu- 
taneously and by inhalation with bacilli highly resistant 
to streptomycin in vitro; (6) infected subcutaneously 
with bacilli of varying degrees of resistance; (c) infected 
subcutaneously with artificial mixtures of drug-sensitive 
and drug-resistant bacilli. 

(a) A strain of H37 Rv with a high resistance to 
streptomycin (resistant to 1,000 jg. per ml.) produced by 
exposure to the drug in the test-tube, and a highly 
resistant strain isolated from a streptomycin-treated case 
of pulmonary tuberculosis, were used. Guinea-pigs 
infected either subcutaneously or by inhalation with these 
strains showed no benefit from streptomycin therapy, as 
rmheasured by survival curves (percentage living at 0 to 9, 
10 to 19, etc., days after infection); in fact, if anything, 
they succumbed slightly sooner than the controls. 

(6) Strains of tubercle bacilli isolated from patients 
under treatment, and having varying degrees of in vitro 
sensitivity to streptomycin (judged by behaviour in 
Dubos medium) were used. As assessed by the amount 
of tuberculosis at death, the response to streptomycin 
therapy showed good agreement with the in vitro results 
where the cultures were sensitive to 2-5 wg. per ml. 
streptomycin or less, or to 15 yg. per ml. or more; but 
where cultures were of an intermediate sensitivity the 
response was irregular. Cultures recovered from the 
experimental guinea-pigs showed the same drug-sensi- 
tivity as the corresponding infecting cultures. 

(c) The inocula were prepared by mixing in varying 
proportions highly fesistant (to 1,000 yg. per ml.) and 
sensitive cultures of H37 Rv. Judged by the amount of 
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tuberculosis at necropsy, the proportion of highly 
resistant organisms had to be below 10% before benefit 
from streptomycin therapy was apparent; but even 
when they were only 0-1°% of the total the benefit was less 
than when the inoculum was composed entirely of sensi- 
tive organisms. P. D’Arcy Hart 


2172. An Attempt at Treatment of Tuberculous Menin- 
gitis by Intracisternal Injection of Streptomycin. (Oxit 
MeHHHTHTa CyOOKUMNHTaNb- 
HbIM 

§. O. R. M. GotsmMan, M. K. KARTMAN, 
P. A. FRipMAN, and F. I. Ureva. I[lenuarpua 
[Pediatriya] No. 5, 43-49, Sept.—Oct., 1948. 


The authors. report the treatment of tuberculous 
meningitis over a period of 164 months by intracisternal 
injection of 20,000 to 50,000 units of streptomycin alone 


' [? daily], in courses of 18 to 20 suboccipital punctures. 


They have carried out 2,000 punctures without difficulty 
at the Stalin Medical Institute, Moscow, on 73 children 
with Clinical signs of tuberculous meningitis. Tubercle 
bacilli were found in the cerebrospinal fluid in 61 cases: 
The cases are classified according to their subsequent 
course as: (1) those in which there was steady recovery; 
(2) those in which there was a relapse; (3) chronic 
cases—up to 14 years; (4) cases of progressive deteriora- 


. tion. 


Of the 73 children treated 46 are alive, 5. being at home, 
18 in a sanatorium, and 23 still in hospital. Of the 23 
discharged from hospital 19 are now normal and 5 have 
a limb paresis. None has involvement of the eighth 
nerve. Three are mentally retarded. As in other 
series the prognosis depended on: (a) age; the older the 
child, the better the prognosis; (5) early initiation of 
treatment. S. S. B. Gilder 


2173. Further Clinical Observations on Tuberculous 


_ Meningitis in Children under Treatment with Strepto- 


mycin. 
Han Ty6epKyNe2HbIM MCHHHIHTOM y 

D. S. Furer and E. V. ProkHorovicu. Ilpo6nempi 
a [Probl. Tuberk.] No. 5, 17-21, Sept.—Oct., 


2174. Streptomycin Treatment of Tuberculous Menin- 
gitis in Children. (Jlewenue crpentomuunHom Ty6e- 
PKyNe€3HOrO y 

N. O. VasiLevicH. IIpo6nems: ty6epxynesa [Probl. 
Tuberk.) No. 5, 22-30, Sept.—Oct., 1948. 


In these two papers, a division of opinion on the route 
of administration of streptomycin in tuberculous menin- 
gitis is revealed. Futer and Prokhorovich claim that 
injection by cisternal puncture (usually alone) is best. 
They have performed more than 7,000 such punctures 
without mishap. If 50,000 to 100,000 units of strepto- 
mycin are thus introduced, the cerebrospinal fluid is 
found to contain 4 to 19 units per ml. after 24 or even 
48 to 72 hours—a bacteriostatic dose. The authors find 
that 25,000 to 50,000 unit doses are sufficient. An 
analysis is given of 164 cases of tuberculous meningitis 


treated in the last 18 months; 53 began treatment before 
the tenth day of illness (38 now alive), 37 later than the 
fourteenth day (8 now alive). Only 1 out of 15 children 
under 2 years old is still alive. Of the whole series, 74 
died, but if 34 patients treated when in a hopeless con- 
dition are excluded a satisfactory result was obtained in 
70% of cases. After clinical cure in 5 cases, death 
resulted from later development of miliary tuberculosis. 
In 39 patients observed for 6 to 18 months, clinical cure 
has been achieved; in 9 patients observed for 4 to 14 
months, some complication (such as hemiparesis) 
remains; in 35 patients the condition is in the healing 
stage. 

Vasilevich emphasizes that in tuberculous meningitis 
lesions are not confined to the central nervous system, and. 
therefore prefers a combination of intramuscular and 
intrathecal (by lumbar puncture) injections of strepto- 
mycin.” He has treated 30 children, 16 by combined 
intramuscular and cisternal injection, 9 by combined 
intramuscular and lumbar injection, 3 by cisternal in- 
jection alone, and 2 by lumbar injection alone. Of the 
30, 19 are still alive after 2to 15 months. Like Futer and 
Prokhorovich, he finds that the prognosis depends chiefly 
on the age of the child and the time at which treatment 
starts. The paper contains full details of treatment, 
illustrated with case histories. S. S. B. Gilder 


2175. A Study of Certain Problems in the Use of Standard 
Tuberculin. Fractionation of PPD, Standardization of 
Tuberculins, and the Question of Sensitization 

F. B. Semert and E. Durour. American Review of 
Tuberculosis [Amer. Rev. Tuberc.] 58, 363-374, Sept., 
1948. 2 figs., 16 refs. 


The authors succeeded in preparing a tuberculin even 
purer than “ purified protein derivative, PPD-S” by 
using ammonium sulphate at pH 7-0 instead of tri- 
chloracetic acid as precipitant, with the result that most 
of- the nucleic acid and polysaccharide was removed and 
the product contained practically nothing but protein. 
Such preparations from human strains of tubercle 
bacilli showed a constant potency and a high degree of. 
purity; tests revealed that the product from bovine 
strains was more potent and that from avian strains less 
potent than the standard purified tuberculin, PPD-S. 
The authors conclude that the standardization of tuber- 


‘culin prepared in different ways is difficult because of 


the different degrees of sensitivity of individuals. They 
interpret this variation as due to the presence of a mixture 
of more or less specific fractions, which have’ actually 
been isolated from raw tuberculin. Franz Heimann 


2176. The Effect of Salicylic Acid on: the Growth, 
Morphology and Virulence of M. tuberculosis 

R. J. FitzGeRALp and F. BeERNHEIM. American Review 
of Tuberculosis [Amer. Rev. Tuberc.) 58, 210-214, Aug., 
1948. 1 fig., 4 refs. 


It has been found that salicylic acid added to a suspen- 
sion of virulent tubercle bacilli increases the oxygen 
uptake of the bacteria—an effect which is absent, or 
much less marked, in the case of avirulent tubercle 
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bacilli and other mycobacteria. To study further the 
mechanism of the salicylic-acid effect a virulent strain 
(H37 Rv) was adapted to grow in the presence of high 
concentrations of salicylic acid. The growth of this 
strain is partially inhibited by 5 mg. per 100 ml. of 
salicylic acid. By successive transfers into increasing 
concentrations, in veal infusion glycerin broth, it was 
found possible to obtain growth at 50 mg. per 100 ml. of 
the drug. . 

In the presence of 10 mg. per 100 ml. or more the 
macroscopical appearances of the culture were changed, 
and the cells were much wider and longer than normal 
and showed fewer granules. Physiological changes were 
also found in the strain grown in salicylic acid. Whereas 
in virulent strains previously ‘studied salicylic acid 
produced a greater acceleration of oxygen uptake than 
benzoic acid, the reverse occurred with the present 
strain. para-Aminosalicylic acid, which accelerates the 
oxygen uptake of normal cells, was without effect on the 
uptake of cells grown in salicylic acid; moreover, the 
strain grown in salicylic acid was more resistant to 
inhibition by para-aminosalicylic acid than the normal 
parent strain. Most of the above changes did not occur 
in the H37 Rv strain grown in the presence of benzoic 
acid. 

After one subculture in broth without added salicylic 
acid, the cells altered by growth in salicylic-acid medium 
reverted to normal as regards both morphological and 
physiological characteristics. It was also found that the 
same strain, after growth in three subcultures in the 
presence of 25 mg. per 100 ml. of salicylic acid, showed an 
increase in virulence, as estimated by a guinea-pig 
omentum method; and a second experiment, in which 
organisms from the fourth subculture in 25% salicylic 
acid medium were used, gave similar results. Whether 
this apparent increase in virulence was transitory or 
persistent was not determined. T. D. M. Martin 


2177. Submerged Suspended Liquid Culture of M. 
tuberculosis and Other Acid-fast Bacilli under the Influence 
of Physical and Chemical Factors 

H. J. Corper, M. L. Conn, and W. H. Frey. American 
Review of Tuberculosis [Amer. Rev. Tuberc. 58, 215-229, 
Aug., 1948. 18 refs. 


The first part of this paper is devoted to a critical survey 


- of previous work on liquid media for the growth of © 


Mycobacterium tuberculosis, with particular reference to 
the methods of obtaining submerged growth devised by 
Youmans and Dubos. It is pointed out that the media 
used by the latter are similar, in essential constituents, 
to those employed by previous workers, such as Long, 
Wong, and Kirschner. 

An experimental comparison of the media of Wong, 
Youmans, and Dubos, seeded with graded amounts of a 


_ fine suspension of human tubercle bacilli, was carried out. 


No striking differences were noted in the submerged 
growth, regardless of whether the media contained 
tween-80, human plasma or serum, or fraction V bovine 
albumin. Further experiments were carried out to 
determine the effect of tween-80, a surface-tension- 
reducing agent used by Dubos to obtain a dispersed 


DISEASES 


growth of Myco. tuberculosis in liquid media, on the 
growth of the human-type tubercle bacillus. When 
tween-80 was incorporated, in varying concentrations, in 
glycerol egg-yolk medium, and the media were planted 
with varying amounts of human-type tubercle bacilli, it 
was found that tween-80 did not retard growth until a 
concentration of 1% was reached. Then slight retarda- 
tion of small plantings (10-® mg.) was noted; and in 5% 
concentration it definitely retarded growth in all but 
heavy-suspension plantings (1 mg. per ml.). 

Submerged growth of human-type tubercle bacillus 
was further investigated in a series of experiments, 
in which inocula of varying size were seeded into Wong’s 
medium, using varying depths of liquid, from 1 cm. to 
10 cm., and the nature and site of growth, in disturbed 
and undisturbed cultures, were studied. The results of 
these and other experiments led the authors to conclude 
that surface-tension-reducing agents and liquids of low 
specific gravity, well below that of tubercle bacilli, can 
result only in a sedimentation of bacilli, even in fine 
suspension, primarily to the bottom of the liquid- 
containing receptacle. Attempts were made to obtain a 
submerged growth which would also be suspended in the 
liquid, and these were to some extent successful when a 
non-nutrient, non-toxic material designated as cellulose 
gum, and known chemically as sodium-methyl-carboxy- 
cellulose, was added to the medium. Although surface 
growth of both acid-fast and human tubercle bacilli 
occurred with the heavier plants of the graded plantings 
of fine suspensions of these bacilli, scattered submerged 
growth occurred mainly in the smaller plantings. It was 
also noted that, even though the bacilli were uniformly 
suspended in the liquid, growth of the suspended bacilli 
occurred mainly in the upper strata of the liquid in 
addition to the more profuse surface growth. 

’ Asa result of their studies the authors conclude that the 
use of liquid media in the bacteriological diagnosis of 
tuberculosis, in place of solid media, is not warranted at 
the present time. T. D. M. Martin 


See also Section Microbiology, Abstract 1943. 


2178. The Value of Cutaneous and Intradermal Reactions 
at Various Dilutions in the Demonstration of Tuberculous 
Allergy. (S6bre o valor da cutirreagao e da intrader- 
morreagado em diversas diluigdes na demonstragao da 
alergia tuberculinica) 

A. DE CARVALHO. Clinica Tisiolégica [Clin. tisiol.] 3, 
51-60, Jan.—March, 1948. 


This investigation was undertaken to determine which 
tuberculin test—the cutaneous (C.T.) or the intradermal 
(1.D.T.)—is more accurate and which is more practical. 
Both tests were carried out on 790 youths aged from 13 
to 17. The C.T. was made by means of scarifications at 
four points on the upper anterior part of the forearm; 
the sites were moistened with undiluted tuberculin. The 
I.D.T. was performed according to the usual technique. 
The C.T. was positive in 571 cases. In the same cases 
the I.D.T. was positive at dilutions and in relative per- 
centages as follows: 1 in 1,000,000, 19-4%; 1 in 100,000, 
12-6%; 1 in 10,000, 35-4%; 1 in 1,000, 26-6%; 1 in 100, 


2 
} 
[ 


| (te 

| 6 
3 
| 
| a 
t 
r 
iT 

| 


TUBERCULOSIS 633 


6%. Among the remaining subjects with negative C.T.s 
3-6% had a positive I.D.T. at a dilution of 1 in 1,000 and 
32-4% at 1 in 100. Notwithstanding these results, the 
author recommends the C.T. in mass investigations, 
because it is simpler and does not produce the untoward 
reactions which are liable to occur with the I.D.T. at 
lower dilutions, such as 1 in 1,000 and 1 in’ 100. 
A. Lilker 


2179. The Forms of Miliary Tuberculosis. (De yvormen 
van miliaire tuberculose) 

M. Straus. Nederlandsch Tijdschrift voor Geneeskunde 
[Ned. Tidjschr. Geneesk.] 92, 2782-2796, Sept. 4, 1948. 
11 figs., 21 refs. ' 


After a historical survey of the theories of miliary 
tuberculosis put forward by Ponfick, Weigert, Hiibsch- 
mann, and Korteweg, the views of the last-named are 
discussed in more detail, his classification being adopted 


with some modifications: (1) Hyperacute miliary form. , 


From multiple primary lesions dissemination to all 
organs takes-_place. In the lungs extensive focal caseous 
pneumonic tuberculosis is found in addition to extensive 
caseating tuberculosis of the tracheo-bronchial and 
paratracheal lymph nodes. Haematogenous spread of 
material is necessary for this dissemination. The 
patient’s resistance is of little significance. (2) Septic- 
embolic miliary tuberculosis. Coarsely nodular dis- 
semination is found. Haematogenous transport occurs 
via a lung vein at the edge of the primary lesion, this vein 
containing a caseating tuberculous focus which makes 
embolism possible. (3) Acute and subacute (subchronic) 
miliary tuberculosis: the difference between these two 
forms is not of immunological nature. The blood 
stream is accessible from the pulmonary focus, while 
lymphogenous spreading takes place through the 
thoracic duct or the paratracheal lymph nodes to the 
venous blood. The mode of origin is, thus, here also 
anatomical. (4) Haematogenous dissemination from 
primary lesion and re-infection. This also proceeds 
through the blood or lymph. It occurs chiefly from 
primary lesions with acinar caseating pneumonia which 
Teaches the interacinar and interlobular veins. Sum- 
ming up, the author concludes that the coarser forms of 
dissemination lead to the different forms of miliary 
tuberculosis. The tuberculosis develops step by step 
from a single central starting-point, and a local origin 
can be found for every acute exacerbation. 
Kraan (Excerpta Medica) 


2180. The Absorption of Pneumoperitoneum: A Study of 
33 Cases 
W. Fox. Thorax [Thorax] 3, 141-147, Sept., 1948. 


In 27 men and 6 women suffering from pulmonary 
tuberculosis and in whom a pneumoperitoneum either 
had been abandoned or was being abandoned, the rate 
and course of absorption of the pneumoperitoneum were 
Studied. 

Fourteen patients had had a left, and 15 a right, 


_ phrenic nerve crush; 4 had a pneumoperitoneum 


alone. The average duration of pneumoperitoneum 


was 32 weeks, with extremes of 4 and 82 weeks, and the 
size was classified from radiological appearances as 
follows: 3 shallow, 13 moderate, 16 full, and 1 enormous. 
The average periods of absorption for these classes were 
respectively 24 weeks, 54 weeks, 8 weeks, and 11 weeks. 
Certain factors known to affect the rate of absorption 
of pneumothoraces were considered in relation to the 
cases with pneumoperitoneum. Exercise was not an 
important variable and no conclusion about its effect is 
drawn. No relation was demonstrable between the 
duration of the pneumoperitoneum and the rate of 
absorption. The rate of absorption was not constant: 
it was faster at first and slowed down as the amount of air 
remaining in the peritoneal cavity diminished. This 
contrasts with the experience in pneumothorax, and is 
explained by the fact that, in relation to the amount of 
air, the exposed pleural surface increases as the lung 
expands, whereas in the abdomen the exposed peritoneal 
surface diminishes as the air absorbs. | 

In 3 patients the presence of peritoneal effusions did 
not affect the size of refills, and in a fourth the time 
required for absorption was not materially increased. 
Peritoneal effusions were not observed to develop after 
pneumoperitoneum was abandoned. This again con- 
trasts with the “‘ transudate ex vacuo ’’ which commonly 
occurs when a pneumothorax is suddenly abandoned. 
One patient developed an effusion over the “* bare area ” 
of the liver. The author describes the radiological 
criteria which enabled this to be differentiated from the 
** sheet adhesions ”’ which occasionally occur in the sub- 
diaphragmatic area during pneumoperitoneum therapy. 

R. J. Lumsden 


2181. Tuberculosis in Children 

O. AUERBACH. American Journal of Diseases of Children 
[Amer. J. Dis. Child.| 75, 555-569, April, 1948. 3 figs., 
11 refs. 


This paper is based on the study of 90 fatal cases of 
tuberculosis in children under 13 years of age. The 
pathogenesis of each lesion is discussed as well as the . 
relative incidence, according to sex and race. Some 
40% of the fatalities were in children under 3 years, the 
age period at which the primary complex most frequently 
progresses. 

A healed or healing primary complex, with or without 
miliary dissemination in other organs, was found in 66 
patients; a progressive primary complex was present in 
23 patients. The latter is more commonly found in 
negro children than in white. In these cases there is a 
strong tendency to liquefaction and cavity formation. 
Involvement of lymph nodes is extensive and advanced. 
The primary complex may give rise to early haemato- 
genous dissemination. The secondary foci so arising 
may heal, or they may lead to a fatal termination. In 
other cases the primary complex heals but haemato- 
genous dissemination takes place from the lymph nodes, 
so that acute generalized miliary tuberculosis of the 
adult type develops. 

There were 20 children with chronic pulmonary tuber- 
culosis. In each of these the primary complex was 
healed, aad the disease was of the adult type. The 
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relative frequency of this form of the disease in children 
is stressed. In 21 children skeletal tuberculosis was 
found. There was little doubt that in every case the 
origin was the primary complex. Ten of the children 
(9 girls) had tuberculosis of the urogenital system. In 
each girl with genital infection the Fallopian tubes were 
involved. Tuberculous meningitis was present in 
37 (41-1%) cases in this series. Of these 17 had a healed 
or healing primary complex, 12 had a progressive 
primary complex, and 5 had fresh primary complexes 
with a secondary acute generalized infection. In only 
3 children was it definitely associated with an extra- 
pulmonary lesion. Two cases of isolated tuberculosis of 
the intestine were found. There was also one case of 
tuberculous valvular endocarditis secondary to a healed 
primary complex. B. S. P. Gurney 


2182. Prognostic Significance of Occasionally Positive 
Sputum After Adequate Treatment of Tuberculosis. 
Follow-up Study of Discharged Patients 

R. CHANG. American Review of Tuberculosis ‘Amer. 
Rev. Tuberc.] 58, 303-307, Sept., 1948. 7 refs. 


The question is discussed whether the prognosis is 
better in patients with an arrested tuberculosis and with- 
out tubercle bacilli in their sputa during their last 6 
months in hospital than in patients with “* occasionally 
positive sputum”. A follow-up study is reported of 
864 patients observed for 4 years after their discharge 
from sanatorium. Cases were classified as minimal, 
moderately advanced, and far advanced, and as negative 
on culture and guinea-pig inoculation, occasionally 
positive, and negative solely on the basis of examination 
of smears from individual or concentrated specimens. 
Where patients’ sputa came into the last two categories 
the recurrence rate was twice as high as in the first group, 
and the maximum recurrence rate was found 2 years after 
discharge. Tuberculosis was reactivated more frequently 
in patients with occasionally positive sputum than in 
patients whose sputum was free from tubercle bacilli. 

Franz Heimann 


2183. Tubercles of the Choroid 

R. S. ILLINGWORTH and T. WriGHT. British Medical 
Journal (Brit. med. J.] 2, 365-368, Aug. 21, 1948. 12 
figs., 42 refs. 


The clinical material on which this paper is based 
consisted of: (a) 65 children under 14 with miliary 
tuberculosis or tuberculous meningitis admitted to the 
Children’s Hospital, Sheffield; (6) 5 unselected adults 
with the same condition; and (c) 4 children with 
pulmonary tuberculosis and tubercles in the choroid 
but without evidence of miliary spread or meningitis. 
Fifty-five of the cases of group (a) and the 5 in group (6) 
were considered suitable for provisional statistical analy- 
sis. Of these 60 it was found that out of 42 patients with 
miliary tuberculosis with or without meningitis 25 (60°) 
had choroidal tubercles, whilst out of 18 with meningitis 
but no miliary spread only one (a patient with chronic 
tuberculosis of the spine and terminal meningitis) had 
such tubercles. The choroidal tubercle is a rounded pale 


yellow area with a matt surface and an indefinite edge 
merging into the red background of the choroid. It does 
not appear to be elevated. The largest number found in 
one eye was 10. There is swelling of the neighbouring 
choroid with destruction of the stroma and infiltration 
with round cells, endothelial cells, and giant cells. 
Tubercle bacilli have been found in large numbers. The 
retina may be thickened and show round-cell infiltration 
and even conglomerate tubercles. Descriptions of the 
end-results as given by various writers are conflicting. 
Streptomycin treatment has enabled the present authors 
to make observations on this point. In at least 20 cases 
the area occupied by the tubercle became larger and paler 
and the outline more distinct. Fine dots of pigment 
appeared in and around the pale area, usually within 8 
weeks of starting treatment. Finally the tubercle became 
parchment-white with a sharply defined edge and heavy 
black pigment in and around the lesion. It is suggested 
by the authors that these appearances are evidence of 


-healing, but a final verdict is withheld until further 


observation can be made. Illustrative cases are cited, 
and coloured plates of the lesions reproduced. 
S. Roodhouse Gloyne 


2184. Pneumopericardium Complicating Pneumothorax 
Therapy 

P. ELLMAN and K. K. Hussain. Thorax [Thorax] 3, 
129-139, Sept., 1948. 7 figs., 22 refs. 


Complete absence of the pericardium is a rare abnorm- 
ality and only some 80 cases of partial defect have so far 
been described. Only 3 of these wére diagnosed during 
life. The authors, however, consider that the condition 
of partial defect is probably more common than this 
would indicate, and describe 2 cases discovered during 
pneumothorax therapy for pulmonary tuberculosis. 

In the first case, in a man of 48 years, 1,000 ml. of air 
was introduced in successive refills to produce a left 
pneumothorax. Subsequent x-ray examination showed 
a small basal pneumothorax and air was also present in 
the upper part of the pericardial sac. Because of this 
finding, refills were discontinued and all the air re- 
absorbed in about 6 weeks. The pneumothorax was 
then again induced and again air was noted in the peri- 
cardium. The patient left hospital after this and refills 
were not continued, but when he was seen 2 and 5 months 
later his tuberculous condition was improving and an 
electrocardiogram was normal. In the second case, in a 
woman of 34 years, a left pneumothorax was main- 
tained for 4 years for pulmonary tuberculosis of the left 
mid-zone. The disease then spread to the right lung; 
the left pneumothorax was abandoned arid a right 
pneumothorax induced instead. Pneumopericardium 
was immediately noted on x-ray examination; it per- 
sisted while the pneumothorax was maintained and dis- 
appeared when the latter was absorbed. 

The anatomy and embryology of the pericardium are 
discussed in detail and some theories of the causation of 
partial defects are referred to. The bulging of the 
pericardium produced by pneumopericardium always 
occurs at the left border of the heart towards its base, 
as this is the only readily distensible portion. It is 
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sometimes difficult to appreciate the significance of linear 
shadows seen at the left border of the heart on radio- 
logical examination. In such cases, thoracoscopy or 
the injection of iodized oil is recommended to assist 
diagnosis. A third case communicated to the authors 
is quoted to illustrate the difficulties of differential diag- 
nosis. On radiological and anatomical grounds this was 
considered to be a case of acquired interpleural communi- 
cation. A series of very good reproductions of the 
relevant x-ray plates illustrate the points discussed. 
R. J. Lumsden 


2185. Extrapleural Pneumothorax: 
Cases 

A. T. M. Rosperts. Thorax [Thorax] 3, 166-173, Sept., 
1948. 


The results of extrapleural pneumothorax operation in 
128 cases treated at the Brompton Hospital are analysed; 
in 100 patients the usual extrapleural strip and apicolysis 
(the ** standard ” operation) were performed; in 28 the 
extrapleural and intrapleural spaces were joined either at 
or shortly after operation (the “‘ combined ” operation). 
Of the. 59 male patients 45, and of the 69 female patients 
56, were between the ages of 20 and 39. In 56 cases 
observation continued until death: the average follow-up 
period for the remaining 72 known to be still alive was 
8 years; 108 operations were done during 1937 and 1938. 

Results of the ‘* Standard’’ Operation.—Of the 45 
patients known to be dead 26 had died within a year of 
operation. The deaths have been divided into three 
categories—post-operative ; late, due to spread of disease 


A Review of 128 


despite the operation; and remote, in which a period of: 


normal health was followed by relapse and death from 
spread of disease. There were 14 deaths in each of the 
first two groups and 17 in the third group, of which 2 were 
not of tuberculous origin. Of the 55 surviving patients 
46 were symptom-free and working full time, the disease 
being quiescent or arrested: in 34 the extrapleural 
pneumothorax had been either obliterated or deliberately 
abandoned. Nine patients still had active disease. The 
principal post-operative complications were: tuberculous 
empyema of the extrapleural space in 13 patients, 10 of 
whom ultimately died; pyogenic infection of the space in 
14, of whom 4 died and 6 were alive with discharging 
sinuses; broncho-pleural fistula in 7, with 3 deaths; 
serious haemorrhage in 8, with 2 deaths. 
the operation was followed by complete and persistent 
atelectasis of the whole lung; most developed a sterile 
effusion, which ultimately absorbed, but in 14 it became 
purulent and the pneumothorax had to be given up. 
In short, approximately 50% developed some post-opera- 
tive complication. 

Results of the “*‘ Combined ’’ Operation.—Eleven patients 
died and 12 were alive and well (5 still having refills) and 5 
alive with symptoms. Tuberculous infection of the 
extrapleural space occurred in 8 with 5 deaths, and 
collapse of the whole lung in 10, of whom 5 developed a 
tuberculous infection of the combined space causing 
death. Pyogenic infection, broncho-pleural fistula, and 
persistent effusion also developed; 66% of patients had 
one complication or more. 


and well. 


Sanit. pubbl.] 4, 209-213, May-June, 1948. 


In 12 patients. 


Of the 128 patients, 24 ultimately required thoraco- 
plasty: 8 died, 6 were alive with symptoms, and 10 alive 
In 31 of the 128, the extrapleural pneumo- 
thorax was voluntarily abandoned after an average of 
5 years, and 27 of these were well and working for a 
further average period of 34 years. 

Analysis of the results shows that prognosis varies 
directly with the length of history, with the size of the 
cavity and its position in relation to the pleura, and with 
the extent of the disease in the opposite lung. In those 
with unilateral disease 87% of operations were successful, 
compared with 74% when the history did not amount to 
one year and 71% when the cavity was less than 2 cm. in 
diameter. 

In the “ standard ”’ group there were 30 “ good-risk ” 
patients, whose history was less than 2 years and whose 
cavities were less than 3 cm.; these 30 were analysed 
separately. Of the 5 deaths, one was post-operative and 
4 were remote. All 25 survivors are well, and have been 
followed up for an average of 84 years. Two required 
thoracoplasty and 1 an oleothorax. The immediate 
post-operative complications were infinitely less severe, 
and no patient developed a tuberculous infection of the 
space. Maxwell Telling 


See also Section entice, Abstract 1755, and ‘Section 
Microbiology, Abstract 1937. 
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2186. Quinones and Brucellosis. “ Antibrucellin’’, a 
Synthetic Antibiotic. (Chinoni e brucelle: 1’ “ antibru- 
cellina ’’, antibiotico sintetico ad azione elettiva contro 
le brucelle) 

G. Det Veccuio. Igiene e Sanita Pubblica [Igiene 
14 refs. 


In this paper the author traces the course of his studies 
which led to the production of “ antibrucellin”’. In, 
1921 Morgan and others had tested the effects of various 
quinone preparations on one strain of staphylococcus 
and one of Bacterium coli. Next, «-naphthoquinone and 
2-methyl-1 : 4-naphthoquinone (vitamin K) were found 
to inhibit the growth of 30 strains of brucella—BF. 
melitensis, Br. paramelitensis, Br. abortus, and Br. para- 
abortus—in dilutions ranging from 1 in 200,000 to 1 in 
800,000. When, however, tests were made in vivo on 
guinea-pigs, aqueous and alcoholic solutions proved to 
have no chemotherapeutic activity. Treatment of human 
brucellosis by vitamin-K derivatives brought contradic- 
tory reports. Oily preparations when injected caused 
much pain and local reaction and were abandoned. 
A stable water-soluble derivative with high chemo- 
therapeutic potency was found, after many efforts, in the 
sodium salt of a sulphone derivative of 2-methyl-6- 
hydroxy-1 : 4-naphthoquinone, which is bactericidal and 
in dilutions of 1 in 800,000 bacteriostatic, and is well 
tolerated when injected subcutaneously, intramuscularly, 
intravenously, or intrathecally. It seems that the sera 
of guinea-pigs, mice, and rabbits inhibit this action, while 
those of goats, sheep, cattle, swine, and man do not. 
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The author states that he has treated and cured many 

patients in the University of Salerno clinic and in hospital. 

[This is stated in general terms only; no figures are given.] 
H. Harold Scott 


2187. Study of the Antibiotic Potency of “ Anti- 
brucellin ’’ in vitro. (Ricerche sul potere antibiotico in 
vitro dell’ ** antibrucellina ”’) 

A. Napout. IJgiene e Sanita Pubblica [Igiene Sanit. 
pubbl.} 4, 214-218, May-June, 1948. 9 refs. 


The author has tested the bactericidal and bacterio- 
Static effects of various dilutions of “* antibrucellin”’ on 
4 strains of Brucella melitensis and one each of Br. 
paramelitensis and Br. para-abortus, [which are rough 
variants of Br. melitensis and Br. abortus] using a loopful 
of a 48-hour culture in 2 ml. of broth and increasing dilu- 
tions of antibrucellin. The results given are a little 
divergent. Thus, a dilution of 1 in 100,000 was bacteri- 
cidal for one strain of Br. melitensis and bacteriostatic for 
the others, while dilutions of 1 in 200,000 and 1 in 400,000 
were bacteriostatic for 3 of the melitensis strains and for 
the para-abortus strain, but not bactericidal for any. In 
another series the 1 in 200,000 dilution was bactericidal 
for the same strain as was the stronger solution, and the 
1 in 400,000 dilution was bacteriostatic for this strain 
but bacteficidal for another, for which the stronger 
solutions were only bacteriostatic; a 1 in 800,000 dilution 
was bacteriostatic for both these strains, but had no 
action on the others. H. Harold Scott 


2188. “ Antibrucellin ’’ (a Vitamin-K Derivative) in the 
Treatment of a Case of Brucellar Meningitis. (L’azione 
chemioterapica dell’antibrucellina (derivato della vitamina 
K standard) in un caso di meningite brucellare) 

R. VirGiti and V. pet Veccuio. Igiene e Sanita Pub- 
blica [Igiene Sanit. pubbl.| 4, 227-229, May-June, 1948. 
5 refs. i 


The authors state that good results have been reported 
from the use of “* antibrucellin ’ in some 50 human cases 
of brucellosis, but not in the nervous forms. They 
record the case of a man, 23 years of age, taken ill with 
undulant fever in April, 1947, and “ clinically cured ” 
after § months of intravenous vaccine therapy. In the 
following December he suffered from headache, vomiting, 
vertigo, and neck rigidity. Blood culture was negative, 
but the serum agglutinated Br. melitensis and Br. abortus 
at a dilution of 1 in’400 and Br. paramelitensis and Br. 
para-abortus at 1 in 300. From the cerebrospinal fluid 
Br. melitensis was grown on the sixth day. The sulphone 
derivative of vitamin K, antibrucellin, was injected 
intravenously twice daily in a dose of 30 mg. for 10 days. 
At the end of this time Br. melitensis was still grown from 
the spinal fluid which agglutinated all four organisms at 
1 in 500. The author then injected 6 mg. into the lumbar 
spinal canal daily for 9 days and 12 mg. daily for 2 days, 
at the same time giving 2 doses of 30 mg. daily intra- 
venously for 11 consecutive days. By this time the 
spinal fluid no longer gave a negative culture. Clinically, 
the neck rigidity and the diplopia disappeared and the 


headache was less. The patient then left the clinic 
[no mention being made of the subsequent course of his. 
illness]. H. Harold Scott 


2189. “ Antibrucellin’’ in Human Brucellosis and its 
Potency in vitro. (Azione dell’ “ antibrucellina”’ nelle 
brucellosi umane e suo potere antibiotico in vitro) 

F. PANEBIANCO, A. NAPOLi, and L. D’ ANIELLO. Jgiene 
e Sanita Pubblica [Igiene Sanit. pubbl.] 4, 230-236, 
May-June, 1948. 9 refs. 


Strains of brucella vary considerably in their suscepti- 
bility and resistance to the action of “ antibrucellin ”’, 
Brief notes are given of 30 patients treated with the drug, 
only one of whom died, the cause of death being given as 
myocarditis, and syphilis and mitral valvular disease being 
present. Of the remaining 29, 25 were ‘“ completely 
cured’; in 4 chronic cases improvement was marked. 
The dose was 45 to 60 mg. intravenously each day, but 
as much as 110 to 130 mg. was given without any un- 
toward effect. A few received the drug intramuscularly 
and others later had intravenous injections. One patient 
was given 30mg. intravenously daily for 10 days; then 
the dose was doubled and he was given in addition 6 mg. 
intrathecally on alternate days. The fever in all patients 
fell by lysis, sweating ceased, the temperature became 
normal between the 20th and 40th days,appetite improved, 
and convalescence was uneventful. §H. Harold Scott 


2190. Results of Treatment of Human Brucellosis with 
* Antibrucellin ’’. (Risultati clinico-terapeutici con 
antibrucellina nella brucellosi umana) 


‘F. PANEBIANCO. JIgiene e Sanita Pubblica [Igiene Sanit. 
- pubbl.| 4, 237-241, May-June, 1948. 9 refs. 


The author confirms the results of treatment of bru- 
cellosis with ‘ antibrucellin”’, recorded by others, in 8 
more cases, but adds a further note that the Widal 
reaction in serum, positive before treatment is begun, be- 
comes negative in the course of treatment and remains so 
in some patients after treatment ceases. In others it again 
becomes positive. The author can offer no explanation 
of this. H. Harold Scott 


2191. Metastatic Arthro-synovitis in Undulant Fever, 


Cured by “ Antibrucellin *’. (Un caso di artro-sinovite, 


metastasi di brucellosi, curato con antibrucellina) 
U. Amopio. Igiene e Sanita Pubblica [Igiene Sanit. 
pubbl.] 4, 245-246, May-June, 1948. 


A man of 37 years suffered from undulant fever, but 
improved after several months’ treatment with vaccines 
sufficiently to be able to return to work. He then 
complained of pain in the right thigh due to post-infective 
phlebitis, and a fortnight later developed an arthritis of 
the right knee with swelling, fluctuation, and fever. 
Penicillin was ineffective and “ antibrucellin *’ was tried 
in doses of 10 ml. (30 mg.) intravenously each day. At 
the end of a week the temperature became normal, the 
fluid was diminished, and on the sixteenth day cure was 
complete and the patient took up his duties again. 

H. Harold Scott 
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2192. Vitamin K and Brucellosis. (Vitamina K e 
brucellosi) 

F. Aprpretro. Igiene e Sanita Pubblica [Igiene Sanit. 
pubbl.| 4, 247-255, May-June, 1948. 8 refs. 


The author records [but in general terms only] the 
benefit derived from the use of “ antibrucellin”’, a 
vitamin-K preparation, in an outbreak of undulant fever. 
** About 50 ”’ of the patients were treated with antibrucel- 
lin, and the results are reported as excellent [but no 
details are given, nor is anything said of untreated persons 
as controls]. Commercial vitamin K is quite ineffective 
in this diseasé. H. Harold Scott 


PROTOZOAL INFECTIONS 


2193. Malaria and Blackwater Fever in Macedonia and 
Thrace in Relation to DDT 

H. Foy, A. Konpr, C. DamKas, M. DEPANIAN, T. 
LEFCOPOULOU, L. G. BACH, R. Dax, J. PircHForpb, P. 
SHIELE, and M. LANGTON. Annals of Tropical Medicine 
and Parasitology [Ann. trop. Med. Parasit.] 42, 153-172, 
Sept., 1948. 5 figs., 20 refs. 


The authors of this important paper state that their 
purpose is to describe “‘ the results of a malaria survey 
carried out in Macedonia and Thrace during November 
and December, 1946. The object of the survey was to 
assess the relative effects of (1) the nation-wide DDT 
campaign of late 1945 and 1946, and (2) the natural 
variations in malaria endemicity on the low malaria- 
rates that have prevailed in northern Greece since the 
great epidemic of 1942. No attempt is made to discuss 
the situation in southern Greece.” 

Every month the newer insecticides are being used 
more widely, but the over-sanguine tendency to use such 
a substance as DDT for the destruction of all unwanted 
insects, under any and all conditions, is giving place to 
greater conservatism and to a less optimistic interpreta- 
tion of some of the earlier claims of completely successful 
control. This danger of founding a too optimistic 
outlook on the results of insufficient experience is 
particularly true when interpreting the results of anti- 
malarial measures in a country, such as Macedonia or 
Thrace, where natural wide variations in malaria occur 
from year to year, for as the authors point out, quoting 
Hackett, “* if we happen to dip our bucket into the sea of 
malaria endemicity when the tide is on the ebb, we and 
the moon together can lower its level in a miraculous 
way”. The general trend of malaria incidence in 
Greece during the past 24 years has been downward, 
with “ flare-ups ’’ occurring from time to time. In 1942, 
a major malaria epidemic appears to have swept all 
Greece. In Macedonia, the incidence rose from 12-2% in 
1941 to 28-4% in 1942, whilst the proportionate mortality 
rate for malaria rose from 4-9% in 1941 to 15-9% in 1942. 

The reasons for the great malaria epidemic of 1942 are 
not clear. No doubt one of the factors operating was the 
general breakdown of organized life and the starvation 
which followed the German occupation, during which 
there was widespread movement of population between 
the towns and rural areas. The other factor may have 


been a loss of immunity of the population after a number 
of years of low malaria transmission. Whatever may 
have been the causes of the 1942 epidemic, malaria 
incidence and mortality rate fell dramatically, the inci- 
dence falling from 28-4% in 1942 to 13-:7% in 1943, while 
the proportionate mortality fell to one-fifth of the 
previous year’s figure. During 1944, 1945, and 1946 
this fall in incidence and mortality continued, although 
at a diminishing rate. The authors point out that the 
steep fall in malaria incidence may have been, at any 
rate in part, due to the higher immunity after the 1942 
epidemic and also possibly to a reduced gametocyte 
reservoir as a result of the high infant mortality rate. 
DDT was not introduced until late in 1945 and, although 
the incidence of malaria continued to fall during the 
remainder of 1945 and during the whole of 1946, it did so 
at a steadily diminishing rate; it is quite impossible to 
estimate the part played by DDT in causing the fall until 
more data are available and more years have elapsed in 
which to judge the situation. R. M. Gordon 


2194. Exoerythrocytic Infection by Plasmodium galli- 
naceum in Blood-infected, Quinine-treated Chicks, with 
Special Reference to the Central Nervous System 
R. M. LewertT. American Journal of Hygiene [Amer. J. 
Hyg.] 48, 158-170, Sept., 1948. 6 figs., 13 refs. 


The object of this examination of infections of chicks 
with Plasmodium gallinaceum was (1) to measure directly 
numbers and types of exoerythrocytic parasites at dif- 
ferent stages of infection; (2) to compare the numbers of 
parasites im various areas of the brain which differed in 
function and in the density and permeability of the 
capillaries of the areas; (3) to determine whether the 
exoerythrocytic forms invade the brain capillaries more 
than the capillaries of other organs and tissues; and (4) 
to observe the relationship of the parasites to the capil- 
laries and the nature and extent of capillary occlusion. 

Doses of 16,000,000 erythrocytes all infected with P. 
gallinaceum were injected intravenously into 60 5-day-old 
chicks; 30 of them were given oral daily doses of 70 mg. 
of quinine hydrochloride per kilo, beginning 24 hours 
after inoculation, the other 30 remaining untreated. Two 
chicks from each group were killed daily and examined. 
Another group of 20 chicks, also receiving quinine as 
above, were killed as soon as they showed symptoms of 
cerebral malaria, but were given an intravenous injection 
of 0:25 ml. of a 25% suspension of Indian ink. Daily 
blood films were made throughout the experiment. 
Smears and sections were made from 12 areas of the brain, 
stained, and examined; counts and measurements were 
taken of areas examined—numbers of capillaries with 
parasites, numbers of parasites, including young and 
mature schizonts, stages of development of parasites, and 
the extent of capillary blocking. Sections of many other 
organs and tissues were similarly examined. Capillary 
density and length in various regions were measured in 
specimens from birds injected with Indian ink. 

Exoerythrocytic forms were found only in the quinine- 
treated birds. The counts and measurements in different 
areas had similar differences whether the infection was 
light or heavy; -the count was highest in the cerebellar 
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areas, lower in cerebral areas, still lower in the corpora 
quadrigemina, and lowest in the hypothalamus and 
medulla, and the counts corresponded with the length 
of the capillaries in these areas. In light infections most 
of the parasites were Small (unicellular forms and young 
schizonts). The pathological lesions in the central 
nervous system are described in detail. Examination of 
the capillaries of the chicks injected with Indian ink 
gave no evidence that “ stickiness ’’ of the endothelium 
was present before invasion by exoerythrocytic parasites. 
Parasites first appeared, and developed in greatest density, 
in organs where the capillary circulation had few anasto- 
moses (cerebellum, heart), and the same was observed in 
parts of individual organs. The parasites were longest 
in the central nervous system (average 19-2 yu in the 
cerebellum). The greater the number of mature schizonts 
the higher was the secondary parasitaemia. Capillary 
occlusion is due to intraendothelial growth of the 
parasites and, to a less extent, to embolism by extra- 
cellular schizonts. The capillary endothelium of the 
central nervous system is invaded before that of other 
organs and tissues. No reservoir of exoerythrocytic 
parasites was present in the reticulo-endothelial system 
before intra-endothelial forms appeared in the central 
nervous system. 

The figures of counts and measurements of this very 
laborious investigation are given in tables and discussed 
in detail, and various features are shown in photomicro- 
graphs. This investigation was made at the Naval 
Medical Research Institute, Bethesda, Maryland, U.S.A.; 
the views expressed are the personal views of the author. 

J. F. Corson 


2195. The Relationship of Exflagellation in Avian 
Plasmodia to pH and Immunity in the Mosquito 

D. W. Micxks, P. F. pe Cares, and L. B. Franco. 
American Journal of Hygiene [Amer. J. Hyg.] 48, 182- 
190, Sept., 1948. 1 fig., 16 refs. 


In this investigation at the Johns Hopkins University, 
Baltimore, the stages of development up to the fertiliza- 
tion of the macrogamete in avian malaria were examined 
in birds’ blood and blood from the stomachs of mosqui- 
toes; the malarial parasites were Plasmodium elongatum, 
P. relictum, and P. cathemerium, and the mosquitoes were 
Culex pipiens, C. quinquefasciatus, Aédes aegypti, and 
Anopheles quadrimaculatus. Observations. were made 
at 21° to 23°C. 

P. elongatum rapidly exflagellated and fertilized in 
C. pipiens, and rather less rapidly in C. quinquefasciatus, 
which is insusceptible to infection; no exflagellation 
occurred in the other two mosquito species within 2 hours, 
nor in birds’ blood in 7 hours. P. relictum and P. 
cathemerium rapidly exflagellated in all four species of 
mosquito; the former fertilized in all except An. quadri- 
maculatus, and the latter in all four species. Both 
exflagellated in birds’ blood. Some chemical factor in 
the stomach of C. pipiens seemed -to stimulate the 
exflagellation of P. elongatum; when stomachs of unfed 
C. pipiens were added to blood from A. aegypti or An. 
quadrimaculatus the gametocytes were stimulated, though 
not to complete exflagellation, while when stomachs of 


A. aegypti or An. quadrimaculatus were added to the 
stomach blood of C. pipiens exflagellation was much 
retarded and might be incomplete. The factor in the 
stomach of C. pipiens seems to be secreted when the 
blood is ingested. A similar factor in A. aegypti and An. 
quadrimaculatus apparently inhibits the development of 
the microgametes of P. elongatum. Possibly another 
chemical factor in the stomach wall prevents the forma- 
tion of the odcyst from the odkinete in insusceptible 
species of mosquito. The pH of birds’ blood and of the 
stomachs of fed and unfed mosquitoes was determined 
and no correlation with exflagellation was found. 

J. F. Corson 


2196. Effect of Blood and Oxygen on Plasmodium 
knowlesi Infection in Monkeys 

R. H. RIGDON. American Journal of Hygiene [Amer. J. 
Hyg.) 48, 147-157, Sept., 1948. 7 figs., 11 refs. 


The effects of oxygen alone, human syphilitic blood 
alone, oxygen and human syphilitic blood, oxygen and 
quinine, human syphilitic blood and quinine, and 
oxygen, human syphilitic blood, and quinine, on Plas- 
modium knowlesi in rhesus monkeys were investigated 
at the University of Arkansas, U.S.A. The author states 
that 27 monkeys were used and mentions specifically 
23, of which 19 were infected with P. knowlesi; of these, 
5 were exposed only to oxygen (40 to 60% in a chamber), 
2 received blood injections only, 3 were treated with 
blood and oxygen, 2 had oxygen and quinine, 1 had blood 
and quinine, and 6 had oxygen, blood, and quinine. 
One of the 2 monkeys which received only blood injec- 
tions recovered from malaria, the infection becoming 
chronic in the other; all the other monkeys died, some 
being moribund when treatment was begun. The oxygen 
in the blood was not determined in these experiments. 
Temporary. clinical improvement was observed in several 
cases. The course of the infection is shown on charts, 
which give curves of the numbers of erythrocytes, and of 
parasites per thousand erythrocytes. 

The author concludes that inhalation of oxygen 
decreased the anoxia of the tissues caused by destruction 
of erythrocytes, and that injection of human syphilitic 
blood also decreased the anoxia and led to destruction of 
parasites in some unknown way, possibly by antibodies 
against human blood. He suggests that oxygen and 
blood transfusion should be used as supportive therapy in 
the treatment of acute plasmodial infections in man. 

J. F. Corson 


2197. Experimental Infection of Isospora hominis in 
Man 

H. MATSUBAYASHI and T. Nozawa. American Journal 
of Tropical Medicine [Amer. J. trop. Med.] 28, 633-637, 
Sept., 1948. 2 figs., 4 refs. 


Since 1939, 6 cases of infection with Isospora hominis 
were found in Japan; 2 of these patients acquired the 
infection in China and 4 locally. The symptoms were 
diarrhoea, abdominal tenderness or discomfort, flatu- 
lence, loss of weight, and lassitude, but the, temperature 
was not raised. Two volunteers were experimentally 
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infected with odcysts from 2 different’ cases. The 
odcysts were washed by centrifugation and kept at 
82-4° F. (28° C.) for more than 72 hours, when sporogony 
was completed. The first volunteer (one of the authors) 
swallowed about 3,000 odcysts. On the eighth day 
symptoms of diarrhoea appeared ; the temperature rose 
to over 102° F. (39° C.), fever continuing for 10 days. 
Diarrhoea subsided next day, but on the twelfth 
day of the infection the symptoms returned, being 
most pronounced on the seventeenth day, after which 
they ceased and did not reappear. Odcysts of Isospora 
were discharged almost continuously for 32 days, starting 
from the ninth day of infection. 


In the second experiment the same person and another 


volunteer ingested about 2,500 odcysts each. In the case 


~ of the former, inoculated 33 days after the disappearance 


of the odcysts resulting from the first infection, re- 
infection did not take place, probably owing to acquired 
immunity. In the case of the second volunteer the course 
of the disease was similar to that in the first, but the 
symptoms were more severe and the discharge of odcysts 
lasted about a week longer. In both cases the symptoms 
subsided without treatment, with disappearance of the 
parasite, the infection thus being self-limited. 

C. A. Hoare 


2198. Isospora hominis Infections among American 
Personnel in the Southwest Pacific 

W. L. BARKSDALE and C. F. RoutH. American Journal 
of Tropical Medicine [Amer. J. trop. Med.] 28, 639-644, 
Sept., 1948. -12 refs. 


The authors report the finding of 50 cases of Isospora 
hominis infection among Americans in the South-West 
Pacific war area, including New Guinea (5), Leyte (5), 
Luzon (39), and Japan (1). In the Luzon area the 
incidence was 1-65% of the persons examined. In 15 
cases the patients were kept under observation for 24 
days. The manifestations varied from slight distress to 
seizures with cramping, flatulence, anorexia, nausea, and 
diarrhoea. Except for an average eosinophilia of 9-5%, 
the blood picture was normal. The odcysts were dis- 
charged in the stools in irregular cycles, each lasting 
several days. Maturation of the odcysts (sporogony) 
took 48 hours at 85° to 90° F. (29-45° to 32-:2°C.). The 
infection is self-limited. 

Specific treatment was not attempted, but the effect 
of drugs used for other complaints is noted. Thus 
tetrachlorethylene, emetine, “‘ carbarsone”’, chinio- 


fon”, ““diodoquin ’’, and mepacrine had no effect on the 


coccidia, as judged by the continued discharge of odcysts. 
C. A. Hoare 
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2199. A New Treatment for Cestodes. (Un nouveau 
traitement taenifuge) 

P. BARRELET. Praxis [Praxis] 37, 583-585, Aug. 5, 
1948. 10 refs. 


Good results are claimed for the following treatment of 
cestode infection. At night a large enema is given, with 


a further enema in the morning if necessary; the fasting 
patient is then given 0-8 g. mepacrine, and 4 hours later 
30 g. magnesium sulphate; if this has no effect the dose of 
magnesium sulphate is repeated 2 hours later. 

J. Bijlmer (Excerpta Medica) 


2200. Biological Studies on the Miracidium of Schisto- 
soma mansoni 

J. F. MALDONADO and J. ACOSTA-MATIENZO. American 
Journal of Tropical Medicine [Amer. J. trop. Med.] 28, 
645-657, Sept., 1948. 7 refs. 


Observations on the hatching of ova, mobility and 
infectivity of the miracidium of Schistosoma mansoni are 
given. Single ova, each containing an apparently normal 
miracidium, were isolated in watch-glasses of fresh water ~ 
and subjected to irradiation by bright light for one hour. 
This was followed by a resting period of 1 to 3 hours 
before a second irradiation period. In order to deter- 
mine the exact time of hatching, the eggs were examined 
frequently during the 2 hours immediately after irradia- 
tion began. To assess the longevity of the miracidia, 
examinations were made hourly after hatching, up to 
9 hours. Penetration of miracidia into juvenile Austra- 
lorbis glabratus was taken as the critérion of infectivity. 

Some 83-6% of the ova hatched, although the hatch- 
ability varied considerably for consecutive daily faecal 
samples. 

In the first hour of irradiation 43-3% hatched, with 
considerable reduction in the following resting period, 
but hatching began again upon subsequent irradiation 
and 65% of the eggs that hatched did so during the first 
8 hours in water. During the next 16 hours 24% 
emerged and during the second and third days 9-5% and 
1:5% respectively. Strong light proved a_ definite 
stimulus to hatching. The average length of life of the 
miracidium was 5 to 6 hours and all were dead by 9 
hours. About 75% of newly-hatched miracidia which 
contacted snails succeeded in penetration, and this rate 
of infectivity remained the same for so long as the 
miracidia retained their vitality. Some failed to pene- 
trate and others ignored the sngils altogether. An 
over-all infectivity rate of about two-thirds, decreasing to 
zero for miracidia 8 to 9 hours old, was obtained. With 
the evidence presented it is suggested that limited water 
pollution may bring about extensive snail infection. 

O..D. Standen 


2201. Bancroftian Filariasis. Biological Mechanisms 
that Underlie its Periodicity and Other of its Clinical 
Manifestations 

C. Lane. Transactions of the Royal Society of Tropical 
Medicine and Hygiene [Trans. R. Soc. trop. Med. Hyg.] 
41, 717-784, May 1948. 65 figs., bibliography. 


Correction :—Abstracts of World Medicine, February, 1949, 
Abstract 886, the last sentence but one of the penultimate paragraph 
should read: ‘‘Initial wheals much larger than 5S mm. could not be 
expected to give clear-cut reactions of this order’’. 
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OTHER INFECTIOUS DISEASES 


2202. Comparison of Salicylate Therapy by Mouth, 
Intravenously, and with a Retarding Agent in Acute 
Rheumatism. (Comparaison de la salicylothérapie “* per 
os”’, intraveineuse, et retard, dans la maladie de Bouillaud) 
A. CAMELIN, J. PELLERAT, —. MURAT, and M. F. 
MAGERAND. Lyon Meédical [Lyon méd.] 18., 605-611, 
Sept. 12, 1948. 


A concentrated artificial plasma “ subtosan 25” was 
used to maintain a high salicylate level in the blood in the 
treatment of acute rheumatism by the administration of 
sodium salicylate intravenously. A 5% solution of 
sodium salicylate in 10% glucose was given, with the 
addition of 10 ml. subtosan 25 to each dose. Twenty- 
five patients were treated with 6 to 9 g. daily, given in two 
or three doses at 8- or 12-hourly intervals. It is claimed 
that a satisfactory salicylate level in the blood of 175 
to 200 mg. per litre was thus maintained. No toxic 
symptoms occurred and sclerosis of the veins did not 
develop, even after 3 weeks’ treatment by this method. 
The authors state that the salicylate is also fixed in the 
tissues, particularly the myocardium, at a much higher 
level than after oral administration of the drug, and that 
the method is useful in salicylate-resistant patients. 
[From the brief reports of the progress of the patients it is 
impossible to decide if there is any advantage in the 
method here described. ] T. G. Reah 


2203. ‘ Some Factors Predisposing to Juvenile Rheumatic 
Fever in Sydney ‘ 


J. Storey. Medical Journal of Australia (Med. J.. 


Aust.] 1, 492-502, April 17, 1948. 5 figs., 53 refs. 


This paper reports a survey of juvenile rheumatic fever 
carried out at the Royal Alexandra Hospital for Children 
in Sydney in 1946-7. Predisposing and environmental 
factors were investigated with great care. The findings 
were not very unusual. Throat swabs were taken from 
97 patients and from an equal number of controls on 
admission to hospital. Haemolytic streptococci group A 
were found in 23-7% of the former and in only 5-2% of 
the latter. The groups were also compared as regards 
previous history, throat infection, and the number of 
persons who had undergone tonsillectomy. Over 1,000 
case histories from other hospitals were studied, and 200 
mothers were closely questioned regarding previous and 
environmental history. Of this group 46°3% gave a 
history of a preceding upper respiratory tract infection. 
Rheumatic fever occurred more commonly in certain 
districts of Sydney, but little difference was found in the 
incidence of dampness and overcrowding in the homes of 
rheumatic fever patients and in those of controls. Over 
50% of affected patients had a family history of rheumatic 
fever, as compared with 35% of controls. Little seasonal 
variation in the disease was noted. 

In conclusion the author states that ‘t the person most 
likely to develop rheumatic fever would be a child between 
the ages of 4 and 12 years, with a family history of the 
disease, living in an overcrowded area, and exposed 
to Group A haemolytic streptococcal infection ’’. 

W. S. C. Copeman 
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2204. Immunologic and Biochemical Studies in Infants 
and Children with Special Reference to Rheumatic Fever. 
III. Complement Titers in Abnormal Conditions 

P. F. Gara and H. P. GoLpsBerG. Pediatrics [Pedia- 
trics] 2, 248-254, Sept., 1948. 19 refs. 


For comparison 421 samples from a mixed collection 
of 330 children, either suffering from or convalescent 
from illnesses, supposedly susceptible to rheumatic fever 
or suffering from it, were examined for complement titre, 
No evidence was found that recent illness alters the com- 
plement titre, though 25% of 75 normal children had low 
values during intercurrent non-rheumatic _ illnesses, 


* A similar proportion of children suffering from acute 


rheumatic fever had low values. No evidence was 
obtained that complement activity is a factor in hereditary 
susceptibility to rheumatic fever. C. L. Oakley 


See also Section Cardiovascular Disorders, Abstracts 
1992, 1993, 1999, 2000, 2002. 


2205. Neurological Forms of Infectious Mononucleosis. 
(Les formes nerveuses de la mononucléose infectieuse) 
G. BickeL, R. MAcH, R. DELLA SANTA, and P. Du- 
COMMUN. Schweizerische Medizinische Wochenschrift 
[Schweiz. med. Wschr.] 78, 938-941, Sept. 25, 1948. 
1 fig., 36 refs. 


Three cases are quoted as evidence that the neuro- 
logical form of glandular fever is not so very uncommon. 
The first case was associated with benign lymphocytic 
meningitis. The Paul—Bunnell reaction was still negative 
on the sixth day and became positive on the fourteenth 
day. In the second case the picture was one of pure 
encephalitis with headache, photophobia, myoclonia, 
pyrexia, absence of neck rigidity, negative Kernig and 
Brudzinski signs, and slight lateral nystagmus; the 
throat was not sore and the lymph nodes were not 
enlarged. The liver and spleen were enlarged. In the 
cerebrospinal fluid there were 4 mononuclears per c.mm., 
Nonne and Pandy reactions were negative, and the sugar 
content was 72 mg. per 100 ml. The Paul—Bunnell 
reaction was negative on the ninth and positive on the 
twelfth day. The third patient was admitted to hospital 
with pyrexia, clonic spasms, coma, neck rigidity, positive 
Kernig and Brudzinski signs, and positive Babinski sign; 
the cerebrospinal fluid contained 76 cells per c.mm., 
Pandy and Nonne reactions were negative, and the sugar _ 
content was 60 mg. per 100 ml.; the blood picture was 
normal. The Paul—Bunnell reaction was positive on the 
tenth day. Lymph nodes, liver, and spleen were not 
enlarged, but puncture of a normal-sized inguinal node 
on the fifteenth day revealed the presence of the patho- 
logical cells. In this case the Paul—Bunnell reaction did 


not become positive and haematological abnormalities 
did not appear until after disappearance of the encephalo- 
meningitic manifestations. Puncture of a lymph node 
after apparent clinical recovery revealed the typical cells. 
Attention is drawn to the marked polymorphism of the 
neurological complications. 

S. I. De Vries (Excerpta Medica) 


